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HODGKIN’S DISEASE* 
I. General Considerations 


Henry Jackson, Jr., M.D.,f anp Freperic Parker, Jr., M.D.t 


BOSTON 


T IS the purpose of this and the succeeding articles 
to give a brief account of the clinical picture of 
Hodgkin’s disease, its treatment and its prognosis, 
together with such descriptions of the pathology of 
the condition in its various forms as seem necessary 
for an understanding of the limits of the entity 
included under this title. The study is based largely 
on material collected over a period of years from 
the Boston City Hospital, the Collis P. Huntington 
Memorial Hospital, the Pondville Hospital (Massa- 
chusetts Department of Public Health) and our 
private practice. From the Children’s Hospital we 
have added certain data with the permission of 
Dr. W. E. Ladd. 

No attempt will be made to cover exhaustively 
the extensive and often confusing literature. For a 
more complete bibliography, the reader is referred 
to the admirable review of Wallhauser' and the 
later work of Sternberg.” 


CLASSIFICATION 


In our opinion, Hodgkin’s disease can and should 


be divided into three types — paragranuloma, 
granuloma and sarcoma.* We believe that it is 
essential to recognize the existence of these three 
forms of the disease, for the pathologic picture, the 
clinical aspects and the prognosis differ materially 
with each. We hope to be able to show that this 
subdivision is of practical value to the clinician as 
well as to the pathologist. No originality is claimed 
for such a classification, but it is our belief that it is 
not so widely recognized and utilized as it should be. 

The Germans include in their Granulomatose the 
granulomatous form and also some cases that we 
classify as sarcomatous. Sternberg did not recog- 
nize the paragranuloma type and denied the exist- 
ence of the sarcoma. Ewing,‘ however, postulated 


*From the Thorndike Memorial Laboratory, the Second and Fourth 
edical Services (Harvard) and the Mallory Institute of Pathology, 
Boston City Hospital, the Department of Medicine, Harvard Valery. 
and the Pondville Hospital, Massachusetts Department of Public Health. 
tAssistant professor of medicine, Harvard Medical School; associate 
physician, Thorndike Memorial Laboratory, Boston City Hospital. 
._ tAssociate professor of pathology, Harvard Medical School; pathologist- 
in-chief, Boston City Hopital. wie? 


the occurrence of the latter arising from the granu- 
lomatous type. 

It should become clear as this presentation of the 
pathologic and clinical features of the three types 
of the disease pruceeds that any description that 
includes all three as a single form of the disease 
must, of necessity, be inaccurate and of little 
practical value. 

Paragranuloma, granuloma and sarcoma are 
included as three different types of Hodgkin’s 
disease on the basis of two features. The first is 
the presence in each of the so-called ““Reed—Stern- 
berg” cells. We believe strongly that the diagnosis 
of Hodgkin’s disease cannot be made in their 
absence. Some authors describe what they term an 
early form of the disease, characterized by hyper- 
plasia and hypertrophy of the reticulum and en- 
dothelial cells without the presence of Reed- 
Sternberg cells. In our opinion, such a diagnosis is 
not justified. The second feature is the transfor- 
mation, with the passage of time, of one type of the 
disease into another. Thus, a patient may be stricken 
with what is proved by biopsy to be Hodgkin’s 
paragranuloma, and months or even years later a 
second biopsy may reveal the presence of Hodgkin’s 
granuloma. Similarly, a granuloma may become a 
sarcoma, or much more rarely the two forms are 
found coexisting in the same patient or, exception- 
ally, in the same node. It should be emphasized in 
this connection that we have never encountered 
what might be termed a reverse transformation — 
that is, a Hodgkin’s sarcoma reverting to a granu- 
loma, or a granuloma regressing to a paragranuloma. 
What we regard as the most benign form may and 
frequently does progress into the more malignant 
one. The reverse never occurs. 


Historical Summary 

Hodgkin’s paragranuloma. Hodgkin’s paragranu- 
loma first appeared in the literature under the un- 
fortunate name “early Hodgkin’s.’”* To be sure, 
this type is often early in the sense that it is, in 





many cases, a precursor of the more rapidly ad- 
vancing granulomatous type, yet patients with 
Hodgkin’s paragranuloma may live unembarrassed 
by their disease —if the pathologic picture does 
not change — for many years. One patient (L. C., 
S36-1256) is living and active thirty-eight years 
after the first proved lymph-node involvement, 
although the condition, as shown by multiple 
biopsies, is still present. The term “early” under 
such circumstances is hardly an apt one. Therefore 
the designation “paragranuloma” has been intro- 
duced, the prefix indicating “in close relation to.” 
So far as we are aware, this exact designation has 
not been used elsewhere in the literature. 


Hodgkin’s granuloma. We confine the term 
“‘Hodgkin’s granuloma” to the type familiar to all. 
There is probably no other disease to which so many 
different names have been applied. Wallhauser' in 
his excellent review mentions more than fifty terms 
that have appeared. Such a state of affairs renders 
a study of the literature, and particularly the older 
literature, extremely difficult and has unquestion- 
ably caused much confusion and misunderstanding 
in the minds of students of the disease. The mul- 
tiplicity of terminology is undoubtedly due to a 
lack of knowledge of the true nature of the condition. 


In 1865, Wilks® suggested the name “Hodgkin’s 
disease.” In addition to this term, the most widely 
used and most generally accepted are lymph- 
adenoma,® malignant lymphoma,’ malignant granu- 
loma,® lymphogranuloma® and scirrhous lympho- 
blastoma.’° The Index Medicus used the term 
““Hodgkin’s disease,” whereas the Quarterly Cumu- 
lative Index listed the disease under lymphogranu- 
loma until 1941, when the term “Hodgkin’s disease” 
was reinstated. 


Few diseases have been given a clear-cut, com- 
prehensive and definitive description by the inves- 
tigator who first brought them to the attention of 
the medical profession. Hodgkin’s granuloma is no 
exception to this rule. In 1832, Thomas Hodgkin" 
described 7 cases with generalized lymphadenopathy 
and splenomegaly and noted that “‘as far as could 
be ascertained from observation, or from what 
could be collected from the history of the cases, 
this enlargement of the glands appeared to be a 
primitive affection of those bodies, rather than the 
result of an irritation propagated to them from 
some ulcerated surface or other inflamed texture 
through the medium of their inferent vessels.’ 
Hodgkin was further arrested by the state of the 
spleen, which in all but one case was found more or 
less diseased and in some cases was “thickly per- 
vaded with defined bodies of various sizes in struc- 
ture resembling that of the diseased glands.” He 
concluded that there was “a close connection 
between the derangement of the glands and that of 
the spleen,” and he believed that the latter was 
“a posterior effect and on this account may not 
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always have been produced, when that of the glands 
or some other disease carried off the patient.” 

It is true that among Hodgkin’s original cases 
there were probably but 3, at most 4, of the con- 
dition that now bears his name,” and it has been 
the custom, from time to time, to belittle his con- 
tribution as uninspired and uninspiring. It would 
seem juster to acknowledge that the nineteenth- 
century physician recognized a disease entity at a 
time when pathology was in its infancy and when 
the microscopic examination of tissues was virtually 
unknown. 

Hodgkin’s contribution seemed, nevertheless, to 
have been lost sight of until 1856, when Sir Samuel 
Wilks® described a number of cases of “lardaceous 
disease.” He wrote with chivalrous honesty that 
on the completion of his paper he had chanced to 
meet with the observations of Hodgkin in the 
seventeenth volume of the Medico-Chirurgical 
Transactions, and lamented that “Doctor Hodgkin 
did not affix a distinctive name to the disease.” But, 
even so, it was not until 1865 that Wilks® really 
clarified the clinical entity by describing 15 cases, 
“13 of which resembled in all particulars the first 
4 [sic] which Mr. Hodgkin first brought under the 
notice of the profession.” At that time, Wilks 
apparently recognized even more clearly than did 
Hodgkin that among conditions affecting “the 
lymphatic glands and the spleen” there was a dis- 
tinct and separate pathologic entity, for he wrote: 
“This disease of Hodgkin is clearly separable from 
lardaceous disease, from cancer, and tubercle, 
although these affections may bear a relation to one 
another. It is, however, as much a disease sui 
generis as any other and deserves a description of 
its own.” Wilks noted the generalized lymph- 
adenopathy, the splenomegaly and the not infrequent 
involvement of the liver, kidneys and lungs. He 
drew particular attention to the “remarkable 
anemia,” and it is clear that he separated the 
condition sharply from the leukemias. 

Knowledge of the condition was, however, still in 
a nebulous state, and it was not until 1878 that 
Greenfield“ described, insofar as he was able with 
the equipment of his day, not only the gross but 
also the microscopic appearance of the involved 
tissues. Greenfield evidently used the terms “Hodg- 
kin’s disease” and “lymphadenoma” interchange- 
ably, for concerning his second case, one of “lymph- 
adenoma, ’he wrote, “On section, thespleen presented 
very typically . . . the condition usually found in 
Hodgkin’s disease.” “In all five cases,” he added, 
“the change in the gland was of the same kind. It 
consisted essentially in a sort of chronic inflam- 
mation involving especially the fibrous stroma of 
the glands which became thickened and gradually 
obliterated entirely the interstices so that the gland 
became a mass of dense, tough, fibrous tissue with 
little or no adenoid structure. ... In the early 
stages, there was some general enlargement of the 
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glands, the fibrous stroma appeared coarser and 
there were a large number of multinucleated cells 
adherent to the trabeculae.” In a similar manner, 
he reported: [“’The normal structure of the spleen] 
in the affected parts appears to be entirely lost; 
it is everywhere traversed by irregular broad bands 
of fibrous tissue, which in many parts looks as much 
like sections of tendons as anything. At their edges, 
and in small places left between them are seen cells 
of various sizes massed together, a good many large 
multi-nucleated cells being amongst them.” 

Greenfield, too, distinguished Hodgkin’s disease 
from leukemia. “In all five cases of typical lymph- 
adenoma here shown,” he wrote, “‘the blood was 
examined and no increase whatever of leucocytes 
observed, so that as far as my own experience in ten 
cases is concerned, I have no ground for believing 
in the presence of leucocythemia in typical cases of 
Hodgkin’s disease.” 

Thus, Greenfield in 1878 first brought to the 
attention of pathologists the increase of fibrous 
tissue and the presence of multinucleated giant cells. 
He further noted that “‘clinically the disease, when 
well marked, exhibits an irfegular febrile course, 
periods of latency and progress, a marked and 
peculiar anemia.” 

A further chapter in the histopathology of the 
disease was written by Goldmann,!® who in 1892 
noted the frequent presence of eosinophils in the 
diseased tissue. In 1898, Sternberg!® discussed at 
great length what he believed at that time to be a 
peculiar form of tuberculosis masquerading as 
“pseudoleukemia,” and described in detail the 
characteristic giant cells and the areas of necrosis. 
Thus, by 1898 both the main clinical features and 


the chief histologic findings had been elucidated - 


and Hodgkin’s disease had emerged as a definite 
and clearly recognizable entity. 

It remained for Reed" in 1902 and Simmons?* in 
1903 to place the knowledge of the condition on a 
still firmer footing by their accurate and careful 
studies of the pathological findings in conjunction 
with the clinical histories. Reed concluded her 
study in 1902 by saying: 

We believe, then, from the descriptions in the literature 
and the findings in eight cases examined, that Hodgkin’s 
disease has a peculiar and typical histological picture, con- 
sisting of proliferations of the endothelial and reticular cells, 
formation of lymphoid cells and characteristic giant cells 
and a gradual increase of connective tissue, resulting in 


fibrosis and, in most of the specimens, in the presence of 
great numbers of eosinophils. 


It must, perhaps, remain a matter of personal 
choice whose name should be assigned to the ever- 
present and diagnostic giant cells. Without doubt, 
they were recognized by Greenfield in 1878, and 
their characteristics were fully depicted by Stern- 
berg in 1898, but Sternberg had the misfortune to 
study a series of cases of Hodgkin’s disease com- 
bined with active tuberculosis, and only in his later 
years did he give up the idea that he was dealing 
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with a peculiar form of tuberculosis. Perhaps the 
greatest credit should go to Reed, who described 
the cells even more accurately than did Sternberg 
and who recognized clearly that they were an 
integral part of the disease described by Hodgkin 
seventy years before. 

Hodgkin’s sarcoma. The concept that Hodgkin’s 
granuloma may become transformed into Hodgkin’s 
sarcoma is sometimes traced to Yamasaki,! but the 
histologic descriptions of the “tumor” from his 
2 cases in no way substantiate his claim, which is 
indeed supported solely by the title of his paper. 
Welch®® reported a case from which a biopsy six 
months before death showed Hodgkin’s granuloma. 
Autopsy showed widespread involvement by what 
may well have been a sarcoma developing from a 
granuloma. Ewing‘ wrote in 1928, “The trans- 
formation of Hodgkin’s granuloma into a sarco- 
matous process occurs in a certain proportion of 
cases,” and added: “The structure varies from a 
close counterpart of Hodgkin’s granuloma to a tissue 
composed exclusively of large round cells with 
faintly staining cytoplasm and moderately chro- 
matic vesicular nuclei. Large round giant cells with 
multiple or multilobed nuclei predominate.” 

Comparatively few authors refer to this, the most 
fulminating, form of Hodgkin’s disease, although, 
as Ewing rightly points out, “Many cases described 
in the literature as lymphosarcoma are probably 
of this nature.” 


NATURE OF THE DISEASE 
Hodgkin’s Paragranuloma 


Hodgkin’s paragranuloma bears little or no re- 
semblance to a true tumor, either in its histologic 
picture or its clinical course. The often scattered, 
isolated Reed-Sternberg cells, the lymphocytic 
infiltration with or without destruction of the lymph 
follicles and the complete lack of invasiveness all 
bespeak an infectious process,as dothecomparatively 
benign course and the fact that in almost all cases 
the disease starts in the lymph nodes of the neck, 
to which the causative agent may have gained access 
through the pharynx. It is not improbable that 
the paragranulomatous form bears to the granu- 
lomatous type of the disease the same relation that 
a primary tubercle does to fibrocaseous tuber- 
culosis. 


Hodgkin’s Granuloma 


As might be expected from the varied terminology 
already referred to, opinions concerning the nature 
of the granulomatous type of the disease are equally 
at variance. Billroth? and Benda® were firmly con- 
vinced that it was a malignant neoplasm. In this 
country, this concept has been upheld by Warthin,” 
Mallory® and others. The contrary view — namely, 
that the condition is an inflammatory or infectious 
disease and not a neoplasm — has been advocated 
by Sternberg,” Fraenkel,** Terplan and Mittelbach™ 
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and many other workers, both abroad and in this 
country. 

Still another group of authors believe that the 
granulomatous type represents a combination of an 
inflammatory and a neoplastic process. Thus, 
Chevalier and Bernard™ have suggested that it 
may be an inflammatory reaction due to a virus 
and that it later changes into a blastoma as do the 
infectious epitheliomas. 

As has been said above, the fact that the Reed— 
Sternberg cells are frequently scattered, isolated 
and often separated widely by cells of other types 
favors an inflammatory process rather than a 
neoplasm, for certainly in no true tumor does this 
condition obtain. On the clinical side, the irregular 
bouts of fever, seldom absent in the more advanced 
stages and often seen to a less degree early in the 
course, and more especially the relapsing type 
commonly called “Pel-Ebstein fever,” the marked 
anemia in absence of bleeding or. widespread in- 
vasion of the marrow, the polymorphonuclear 
leukocytosis and the prominent and persistent 
tachycardia are all more characteristic of an in- 
fectious process than of a tumor. 


Hodgkin’s Sarcoma 


Hodgkin’s sarcoma has, in our opinion, all the 
characteristics of a true neoplasm. The uniformity 
of the cellular constituents, the aggressive, invasive 
nature of the process, the extremely short duration 
of life and the not uncommon finding of a large 
destructive tumor with comparatively few metastases 
all favor this concept. So also does the fact that 
the disease is commonest in the sixth and seventh 
decades and is extremely rare below the age of 
thirty. This view, however, is contrary to that 
held by many workers, such as Sternberg? and 
Kaufmann,”> who maintain that this cellular type 
is merely a variant of the granulomatous form and 
is of the same basic nature. As already noted, how- 
ever, Ewing* speaks of sarcomatous transformation 
in certain cases of Hodgkin’s disease, and we have 
made similar observations in our own cases. 


ETIOLOGY 


If our concept of the disease is correct, the eti- 
ology of the paragranulomatous form is identical 
to that of the granulomatous. The granulomatous 
form is not brought into existence, for the time, 
owing either to relative immunity on the part of the 
host or to comparative lack of virulence on the part 
of the exciting agent. 


Historical Summary 


Many authors have emphasized the importance 
of the tubercle bacillus as the etiologic agent in 
Hodgkin’s granuloma. Sternberg'® originally de- 
scribed the lesion as an atypical form of tuber- 
culosis (8 out of 13 of Sternberg’s original series of 
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cases were complicated by definite tuberculosis), 
Lichtenstein®* claimed to have produced Hodgkin’s 
granuloma in guinea pigs by the injection of ma- 
terial from human cases and of tubercle bacilli. 
Fraenkel and Much?’ demonstrated antiformin- 
resistant, gram-positive granules in granulomatous 
tissue that showed no demonstrable evidence of 
tuberculosis. Furthermore, by injections of large 
amounts of antiformin-treated material, they 
succeeded in producing not only tuberculosis but 
also lesions that in their opinion resembled those of 
Hodgkin’s granuloma. 

L’Esperance”® ** claimed to have shown that the 
etiologic agent was an avian strain of tubercle 
bacilli. Her work could not be confirmed by other 
workers, including van Rooyen,’® Branch*! and 
ourselves. 

Perhaps an equal number of investigators have 
denied the etiologic role of tuberculosis in the pro- 
duction of Hodgkin’s granuloma. Both Reed!’ 
and Longcope,*? whose publications amplified Stern- 
berg’s original description of the disease, denied the 
identity of Hodgkin’s granuloma with tuberculosis. 
Terplan and Mittelbach,” as a result of their own 
experiments and a review of the literature, held 
the same view. They believed that in those cases 
in which positive evidence for tuberculosis was ob- 
tained, the tubercle bacillus was either a secondary 
or coincident invader and was in no way causative 
of the Hodgkin’s disease. Furthermore, these 
authors were not convinced that Hodgkin’s granu- 
loma had ever been produced in experimental 
animals. Uddstromer® in his study of 548 cases of 
Hodgkin’s granuloma likewise found no support 
for the thesis that tuberculosis is the causative 
agent. 

The literature on this particular aspect of the 
problem is exceedingly extensive, and the reader 
who wishes further details is referred to the reviews 
by Wallhauser,! Sternberg,? Terplan and Mittelbach® 
and Simonds.* 

The tuberculin test has been employed by various 
investigators in an attempt to prove or disprove a 
direct relation between the two diseases. Cases of 
Hodgkin’s granuloma have almost uniformly been 
anergic, reacting, if at all, only to low dilutions — 
1:10 or 1:100, rarely 1:1000. The test often be- 
comes positive, frequently strongly so, after effective 
x-ray therapy. 

It should be emphasized that Hodgkin’s granu- 
loma is frequently complicated by tuberculosis. 
According to Ziegler*® and other workers, this occurs 
in 15 to 25 per cent of cases. In our own series, we 
found coexistent active tuberculosis in 20 per cent. 
The fact that one may find in the same patient or 
even in the same organ both Hodgkin’s granuloma 
and tuberculosis has seemed to us to indicate the 
lack of identity of the two diseases, for it appears 
highly improbable, if not impossible, that a host 
should react in two entirely distinct ways -to the 
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same micro-organism. Furthermore, if the tubercle 
bacillus is actually the cause of Hodgkin’s granu- 
loma, the disease should_be found more commonly 
in persons suffering from proved tuberculosis than 
in those free of the disease. Such does not appear 
to be the case. Medlar*® found Hodgkin’s disease in 
only 0.3 per cent of patients who had-tuberculosis 
and were followed until death at the Metropolitan 
Life Insurance Company Sanatorium, and of 2297 
cases of tuberculosis coming to autopsy at the 
Boston City Hospital, only 7, or 0.3 per cent, showed 
Hodgkin’s disease as well. This figure is not sig- 
nificantly higher than the general incidence of 
Hodgkin’s granuloma (see below). Furthermore, 
Uddstromer® in his careful analysis of the situation 
in Sweden found that Hodgkin’s disease was less 
common in areas in which the tuberculosis rate was 
high than in those in which it was low. 

Various diphtheroid bacilli have also been claimed 
as the etiologic agent by a number of investigators. 
Among these may be mentioned Bunting and 
Yates,37 DeNegri and Mieremet,?* Bloomfield*® 
and Torrey.4° Bunting and Yates named their 
organism Bacterium hodgkinti and claimed that in- 
jections into animals produced Hodgkin’s granu- 
loma. Others have not been able to confirm their 
work, however, and numerous investigators have 
found diphtheroid bacilli in lymph nodes from a 
variety of other conditions, such as lymphosarcoma, 
metastatic carcinoma and tuberculosis. It is now 
generally held that such diphtheroids as have been 
identified are not of etiologic importance. 

It has also been claimed*! that amebas are the 
cause of the disease. There has been no con- 
firmation of this claim. 

Recently Gordon*?* in England found that 
material from Hodgkin’s granuloma injected in- 
tracerebrally into rabbits produced paralysis that 
usually resulted in death. Negative results were 
obtained with the material from cases of carcinoma, 
sarcoma and with other pathologic tissues. Gordon 
concluded that this was a satisfactory diagnostic 
test, and he believed, furthermore, that the disease 
was due to a specific pathogenic agent, probably 
a virus, although he was unable to transmit it from 
rabbit to rabbit. Van Rooyen“ *® confirmed Gor- 
don’s results in so far as the test was concerned. In 
collaboration with Turner, wet? demonstrated that 
the Gordon test is apparently entirely dependent 
on the presence of eosinophils and is in no way 
specific for Hodgkin’s disease. Our work has been 
confirmed by Edward,** McNaught*® and King.®° 

Another group of workers believes that Hodgkin’s 
granuloma is a special — by some considered allergic 
— type of reaction of the tissues to any of the usual 
pyogenic organisms and that the disease, therefore, 
has no single etiologic agent. 

The latest contributions of note on the subject of 
etiology are those of Parsons and Poston® and Wise 
and Poston.” In the latter paper it is reported 
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that cultures of lymph nodes from 14 consecutive 
cases of proved Hodgkin’s granuloma yielded 
positive cultures for organisms of the Brucella group. 
They further found that such patients were anergic 
to abortin. Cultures from 67 cases with diseases 
of lymph nodes other than Hodgkin’s disease with 
one exception yielded negative results. It is as yet 
too early to pass final judgment on the significance 
of these findings. To date, we have been unable to 
confirm them. 

Twort® in an extensive study of the etiology of 
Hodgkin’s granuloma, using a great variety of cul- 
tural methods, obtained entirely negative results. 


Bacteriologic Studies 


For three years, we cultured lymph nodes re- 
moved aseptically at surgical operations on an egg 
medium suitable for growing tubercle bacilli. Ap- 
proximately seventy-five nodes from patients with 
a variety of diseases were so cultured. In no case 
did material from a Hodgkin’s granuloma yield a 
positive culture for Mycobacterium tuberculosis, 
whereas material from tuberculous nodes gave 
uniformly satisfactory growths of the organism. It 
should be noted that in 3 cases of Hodgkin’s granu- 
loma, smears made from the apparently negative 
surfaces of the inoculated slants of egg medium 
showed acid-fast bacilli. These would not grow in 
subculture, and their nature is entirely obscure. 

In addition to the egg medium used, we also cul- 
tured the last fourteen nodes of this first series in 
dextrose ascitic-fluid broth sealed with vaseline, as 
well as in ascitic-fluid broth and brain broth and on 
blood agar. Four of the nodes so cultured, three 
from cases of Hodgkin’s granuloma and one from a 
case of Hodgkin’s paragranuloma, yielded a growth 
of a small gram-positive, strictly anaerobic, gas- 
forming bacillus. In smears of cultures, the organ- 
isms occurred in clumps and chains. Because of this 
finding and the negative results of our efforts to 
demonstrate the tubercle bacillus, we discontinued 
our cultures for the latter and concentrated on cul- 
turing for this anaerobic bacillus. For this purpose, 
we used chopped-meat broth sealed with vaseline, 
a medium that we had found favorable for its 
growth. 

Eighty-one lymph nodes were cultured in this 
medium. The organism was obtained from a con- 
siderable number of cases of Hodgkin’s disease but 
by no- means all. It was, however, cultured also 
from cases with other forms of lymphoma and from 
nodes involved by carcinoma, tuberculosis and 
chronic inflammation. A positive blood culture for 
this organism was obtained from a febrile case of 
Hodgkin’s granuloma (J. A., $36-4092) at the height 
of the fever, whereas cultures were negative when 
the temperature was normal. A positive blood 
culture of a similar organism was, however, like- 
wise obtained from a patient who so far as was 
known did not have the disease. 








Attempts to demonstrate a relation of this or- 
ganism to Hodgkin’s disease by means of agglutina- 
tion and skin tests failed. The bacillus was not 
pathogenic for the usual laboratory animals — 
rabbits, guinea pigs and mice. Its significance, 
therefore, remains doubtful. 

A series of nodes were also cultured in sheep’s 
blood broth and on blood-agar plates and ‘slants, 
the latter being incubated under normal atmospheric 
conditions and under increased carbon dioxide 
tension (10 per cent). The results were consistently 
negative save for the rare presence of a readily 
recognized contaminant, such as a staphylococcus. 
It should be mentioned here in connection with our 
technical procedure that such contaminations were 
uncommon. 


Animal Inoculations 


Portions of the lymph nodes used for culturing 
for tubercle bacilli were also injected into rabbits, 
guinea pigs and pigeons. The rabbits were in- 
oculated intravenously, subcutaneously and, rarely, 
intracerebrally, the guinea pigs intraperitoneally 
and subcutaneously, and the pigeons intravenously 
and intraperitoneally. All the animals were kept 
for from several months up to one and a half years 
before being killed and autopsied. In the entire 
group of animals inoculated with material from 
Hodgkin’s granuloma, only one guinea pig showed 
tuberculosis, the organism proving to be a bovine 
strain. This node was from a child aged ten years 
(M. G., S28-1804) and microscopically showed no 
evidence of tuberculosis, bur rather what appeared 
to be an uncomplicated picture of Hodgkin’s granu- 
loma. Nodes from the other forms of Hodgkin’s 
disease and other types of lymphoma as well as 
carcinomatous nodes and inflammatory nodes gave 
negative results. As was to be expected, all material 
from cases of tuberculosis produced that disease in 
the animals. 


Tuberculin Reactions 


As reported in a previous paper, we carried out 
a series of intracutaneous tuberculin reactions using 
both human and avian tuberculin. The patients so 
tested comprised sufferers from a variety of diseases 
besides Hodgkin’s granuloma and included a number 
known to have active tuberculosis. The patients 
with Hodgkin’s granuloma showed a definite anergy 
to both types of tuberculin. The significance of this 
anergy is entirely obscure, but it suggests that 
tuberculosis is not the cause of Hodgkin’s granu- 
loma; furthermore, if an untreated case of proved 
Hodgkin’s granuloma reacts positively to high 
dilutions of tuberculin, this indicates that the 
patient also has active tuberculosis. 


In considering all the evidence at hand from re- 
ports in the literature and from our own work, we 
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are forced to conclude that the etiology of Hodgkin’s 
granuloma has yet to be discovered. 


INCIDENCE 


Hodgkin’s granuloma is, fortunately, an un- 
common disease. Uddstromer® found only 548 cases 
in the whole of Sweden between 1915 and 1931, 
an incidence of 0.054 cases per 10,000 living persons 
as based on the average population of the country 
during that period. All cases were proved by biopsy 
or autopsy, and all tissue was examined by the 
author himself. Among 8485 general autopsies, 
Symmers® found 14 cases of Hodgkin’s disease, and 
in Barron’s®* 7253 autopsies there were 24 cases. 
The combined incidence as estimated from these 
two latter series is 0.23 per cent. Ciechanowski* 
found an incidence of 0.33 per cent in 60,000 
autopsies. 

In our own series of 259 proved cases,* the total 
available figures must be broken down, for many 
cases were admitted to the Collis P. Huntington 
Memorial Hospital or the Pondville Hospital, two 
institutions that are devoted primarily to the care 
of patients with one or another form of malignant 
disease and likely, therefore, to have, in relation to 
the general population, a disproportionately large 
number of cases of Hodgkin’s disease in their wards. 
A juster estimate of the incidence of the disease, so 
far as our own experience is concerned, may be de- 
rived from the figures at the Boston City Hospital. 


TaBLe l. Age at Onset of Hodgkin’s Paragranuloma. 
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At this institution, there were 16,773 autopsies from 
1897 to 1943, and among these 35 showed Hodgkin’s 
granuloma, an incidence closely approximating 
that of the combined figures of Symmers®® and 
Barron® referred to above. It should be emphasized 
that all our autopsy and biopsy material of whatever 
date has been comprehensively reviewed by us 
personally during the last three years, so that in 
all cases the diagnosis has been made in the light of 
the most recent histologic knowledge. 

We may tentatively conclude that Hodgkin’s 
granuloma accounts for approximately 0.25 per 
cent of deaths in a general hospital. 

Uddstromer®* found the condition six times as 
common in 1931 as in 1915. He was hesitant in say- 


*From the total number seen, only those cases were included from 
which we had at the time of study satisfactorily stained tissue and on 
which we had adequate clinical data, at least for the patient’s first visit 
to the hospital. 
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ing that there had been an actual increased rate. 
Our data do not support the view that the disease 
is on the increase. 


AcE anp SEx 


Hodgkin’s Paragranuloma 


The age incidence of Hodgkin’s paragranuloma 
is shown in Table 1; it roughly parallels that of the 
granulomatous form (see below). Of 38 patients, 27, 
or 71 per cent, were males. 


Hodgkin’s Granuloma 


Although it has been ‘repeatedly stated that 
Hodgkin’s granuloma principally affects young 
adults, it is of the greatest importance to recognize 
that the condition may occur at any age. In the 
literature, there is no consensus concerning the 
decade in which it is most commonly seen, and some 
confusion has arisen from the facts that certain 
authors derive the age incidence from the date of 
the first symptoms, that others have recorded their 
cases according to the age at death, and that still 
others have contented themselves by saying that 
the disease “occurred in” certain decades. 

Uddstromer,®* who carefully dated his cases from 
the first symptom that could properly be attributed 


TABLE 2, A at Onset of Hodgkin’s Granuloma 
(Uddstromer38—5 36 cases). 
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to the disease, found that the condition was common- 
est in the third decade, but his figures (Table 2) in- 
dicate clearly that no age group is spared. 

On the other hand, in Longcope’s® series of 109 
cases, 19 per cent occurred in the first decade of life, 
and of Smith’s®® 138 cases, over 12 per cent were 
seen under the age of ten. In sharp contrast, Stern- 
berg* reports 29 per cent of his autopsied cases as 
falling in the sixth decade’and 25 per cent in the 
seventh, and Priesel and Winkelbauer® report a 
case of a child who apparently had the disease at 
birth and died at the age of four months. It is thus 
apparent from a study of the literature that no age 
is spared and that the condition is found with 
reasonable constancy throughout the first seven 
decades of life. Our own experience confirms this 
view, for our cases are distributed quite evenly from 
earliest childhood to the age of 70 (Table 3). 

Wallhauser! believed that the number of cases 
developing during the period of puberty was sur- 


HODGKIN’S DISEASE — JACKSON AND PARKER 


prisingly and significantly small, since he found 
that of 33 cases in patients under fifteen, only 2 
occurred between the ages of twelve and fourteen. 
Similarly, in Uddstromer’s series of 57 cases with 
onset under the age of sixteen, only 6 came down 
with the disease “‘in the period of puberty,” and of 
our own 43 patients under the age of sixteen, only 








TaBLe 3. Age at Onset-of Hodgkin’s Granuloma. 
AcE No. or 
7”. Cases PERCENT 
0-9 27 11 
SE ned shade dpren case evneesie 32 14 
SS eS ee ee 41 17 
MY ansuspen dda hdwesstehives 35 14 
ME. Méicnetsengsevesetekts 37 16 
PE. ve sernmencaws ohh cee tig 32 14 
Bs chil csvaes beep esvacnesde 25 ll 
PEE Mand (2 obkeestpawth seus 7 2 
89 ie 1 
REE, ‘cided ososiioes hetuvaces 237 





6, all boys, were first stricken between the ages of 
twelve and fourteen. As Uddstromer points out, 
however, the number of cases in the childhood 
period is so small that one must be cautious before 
drawing any broad conclusions on this particular 
point and, furthermore, the age at which puberty 
begins varies over rather wide limits in different 
latitudes and in various races. 

For the present, the most important consideration 
is the undeniable fact that Hodgkin’s granuloma 
may occur at any age, although it appears to be 
uncommon in infancy and in extreme old age. 

There is general agreement that Hodgkin’s granu- 
loma is commoner in males than in females. Nearly 
70 per cent of the patients in the 1447 cases collected 
from the literature by Wallhauser and 61 per cent 
of Uddstromer’s 548 patients were males. This 
preponderance becomes even more marked in chil- 
dren, for 91 per cent of Uddstromer’s and 94 per cent 
of Smith’s patients under the age of ten were males. 
In our own series of 237 patients, 70 per cent were 


TaBie 4. Age at Onset of Hodgkin's Sarcoma, 
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males, and almost precisely this proportion was 
maintained in the childhood group. There does not 
appear to be any adequate explanation for this sex 
difference. 

_It is our belief that Hodgkin’s. granuloma occurs 
more frequently in members of the same family than 
can be accounted for by chance alone. 








Hodgkin’s Sarcoma 


Hodgkin’s sarcoma occurs chiefly in the middle- 
aged or elderly (Table 4). Eighty per cent of our 51 
patients were over forty years of age. In no case 
have we seen a patient with primary Hodgkin’s 
sarcoma — that is, not preceded by Hodgkin’s 
granuloma — under twenty years of age. Twenty- 
six, or 51 per cent, of our patients were men. It is 
apparent, therefore, that both the age and the sex 
distribution differ sharply from those of Hodgkin’s 
granuloma and paragranuloma. 


SUMMARY 


Hodgkin’s disease, in our opinion, should be 
subdivided into the paragranulomatous, the granu- 
lomatous and the sarcomatous type. The nature, 
etiology and incidence of these three varieties have 
been discussed; their pathologic and clinical pictures 
and their treatment will be considered in subsequent 
articles. 
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HE deplorable condition of the teeth of the 
young men of this country has been made 
prominent by the fact that dental defects have been 
the greatest single cause for rejection by the armed 
services. Massachusetts, in common with other 
New England states, has in this particular a record 
far worse than those of other sections of this coun- 
try. That this regional record of relatively poor 
dental conditions is not a recent development is 
indicated by the fact that approximately the same 
rate of rejections for dental defects obtained in the 
Civil and Spanish-American wars and in World 
War I. In World War I, the rate for Massachusetts 
was 78.82 per 1000 men, whereas in Arkansas it was 
only 2.90 per 1000 men examined.! It might be 
thought that this great variation could be ex- 
plained on the basis of different standards of dental 
examinations. This is probably not so, since the 
examinations were made at the camps by Army 
officers; furthermore, similar conditions were re- 
ported in the drafts of 1863 and 1864,’ examina- 
tions made by Navy dentists agree closely with the 
figures reported from Army examinations*; and 
independent examinations of school children of ten 
to twelve years of age in Massachusetts and Mary- 
land showed approximately twice as great an in- 
cidence of dental caries in the Massachusetts 
children.* § 

The chief cause of loss of teeth in young adults is 
tooth decay. It might be assumed that this con- 
dition occurred to a similar degree in New England 
and in the rest of the United States, but that dental 
caries was less well treated and controlled here than 
elsewhere. A great deal of evidence indicates that 
such an assumption is not justifiable. For example, 
in a recent survey made by the Committee on Eco- 
nomics of the American Dental Association,® it is 
stated that there is evidence of more adequate pro- 
fessional care in this section of the country than 
in any other. In addition, the proportion of dentists 
to the total population and the per capita amount 
spent for dental services are relatively high here. 
The conclusion is unavoidable that the incidence of 
tooth decay is actually higher here than elsewhere. 

Tooth decay, once started, usually continues to 
destroy more and more of the tooth substance. Left 
untreated it almost inevitably leads to pulp abscess 


m pho. 
J. 


1odes, 





pecia’ 


rence 
gkin’s 


Sease, 
: 
van 


Stern: 
latiox 


|: 394, 


Jenz: 


se ase. 


ignes 


oma 
| test 





_*A committee report read at the annual meeting of the Massachusetts 
Central Health Council, Boston, May 13, 1943. 
_TAssistant professor of oral pathology and clinical dentistry, Harvard 
School of Dental Medicine. 

instructor in pediatrics, Harvard Dental School. 

§ Dean, Tufts College Dental School. 

GChief, Nutrition Department, Forsyth Dental Infirmary. 


DENTAL NEEDS — BOYLE, SISSON, BJBBY AND WHITE 9 


THE DENTAL NEEDS OF MASSACHUSETTS CHILDREN OF TODAY* 


Pau. E. Boyte, D.M.D.,t Warren R. Sisson, M.D.,t Bastt G. Brissy, D.M.D.,§ anp 
Rut L. Wuire, B.S.4 


BOSTON 


and loss of the affected tooth. Detection of in- 
cipient caries by frequent inspections and x-ray 
examinations, removal of the diseased tooth struc- 
ture and restoration of the normal tooth contours 
by means of fillings constitute accepted dental prac- 
tice. Competent and continuous professional care 
can decrease the loss of permanent teeth in adoles- 
cents to practically zero. If such a program were 
started with every three-year-old child in the 
Commonwealth and carried through until the age of 
eighteen, there is little doubt that the major cause 
of loss of teeth, and hence of rejections for physical 


defects of a dental nature, would be eliminated. 


This program would be expensive and would require 
the training of additional personnel, but the returns 
in physical well-being and appearance and in free- 
dom from pain would be of great value. Sweden’? 
and New Zealand’ have had experience with exten- 
sive programs designed to ensure a sound dentition 
for every child. The British? and Canadian’ pro- 
grams for compulsory health insurance, and the 
United States Social Security" program have been 
concerned with dental problems. The principle that 
the health of the individual is the concern not only 
of the individual himself, but of society as a whole 
seems destined to become the keynote of future 
public-health programs. The part that the dental 
profession may play in such a program is already 
a subject of study by the Massachusetts State 
Dental Society. Your committee recommends that 
the Massachusetts Central Health Council approve 
in principle the goal of adequate dental care for all 
children up to the age of eighteen. 

The problem of providing dental care for boys 
approaching the draft age is an immediate one. 
There is no doubt that loss of teeth can be prevented 
by adequate dentistry. The provision of professional 
dental care is difficult at the present time when so 
many of the younger dentists are in service. The 
various dental organizations might well explore the 
possibility of more active co-operation with the 
Procurement and Assignment Service in its efforts 
to supply adequate professional service to all com- 
munities in the Commonwealth. Since even in 
peacetime it is estimated that approximately 70 
per cent of the population receive no dental care 
other than treatment for the relief of pain, the mag- 
nitude of the problem under present conditions 
becomes apparent. The long period of training for 
the practice of dentistry makes it imperative that 
the time and skill of the dental operator-be effi- 
ciently utilized. Relatively few dental practitioners 
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have studied the problem of attaining maximum 
productivity by the use of assistance, planned steps 
in operative procedure and the designing of equip- 
ment for efficiency rather than for show. The dental 
schools might well undertake to train students in 
time-saving methods of operating, since cumbersome 
procedures learned in school may persist as the 
habits of a lifetime. Dental schools might also 
assume responsibility for the training of dental 
assistants and laboratory technicians. The dental 
hygienist has already demonstrated her usefulness 
in dental practice and to some extent in school and 
hospital clinics. A much wider use of her services 
for dental examinations and possibly for simple 
operations, in addition to the cleaning of teeth, 
which is now permitted, might be considered. This 
would necessitate a longer period of training than 
at present, which would doubtless be advantageous 
in other respects. 

Most of the dentistry for the people of Massachu- 
setts is done by private practitioners. A significant 
part of the dental care for children is provided in 
the clinics of the Forsyth Dental Infirmary, the 
Harvard and Tufts dental schools and various 
smaller clinics, especially those maintained in 
primary and grammar schools. The latter are par- 
ticularly handicapped at the present time because 
of the shortage of dentists. In general, recent grad- 
uates have served such clinics on a part-time basis 
while building up their private practices. It is 
chiefly these men who have gone into service, and 
no one is available to take their places. The imme- 
diate problem can be met only by using most 
efficiently the time of those who are left, a subject 
that has already been discussed. 

Thought should be given, however, to the post- 
war program. It appears evident that adequate 
dental care can be made available to all the children 
of Massachusetts only by the use of public funds. 
This would provide dental care for all in the same 
way that a public-school education is provided with- 
out regard to the ability of the child’s family to pay 
for such services. It would not eliminate private 
practice, just as private schools are not eliminated 
by the public schools. It would ensure adequate 
dental care for the total child population rather than 
for the minor part, as at present. This would 
necessitate creating opportunities in public-health 
dentistry that would appeal to young men and 
women as a career. Such positions should be under 
civil service and should offer security of position 
and opportunity for advancement as well as for 
service, in compensation for the greater financial 
rewards of private practice. 

An important feature of such a program would 
be its continuity. Sporadic dental care may be com- 
pletely ineffective in preventing loss of teeth. It is 
the opinion of the members of your committee that 
dental services should be available throughout the 
high-school period. To care for the teeth of children 
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through the primary-school and grammar-school 
years and then neglect them through four years 
when caries susceptibility is high is likely to make 
the work of previous years of little avail. It seems 
probable that such a program would benefit rather 
than harm private practitioners of dentistry, since 
it would inculcate habits of regular dental care up 
to the time when most persons become self- 
supporting. 

At present the Massachusetts Department of 
Public Health has a dental unit consisting of two 
dentists and two dental hygienists. Despite the 
fact that Massachusetts was one of the first states 
to include dentistry in its public-health program, 
the appropriation for this purpose at the present 
time is less than 0.5 per cent of the total public- 
health budget, and this contrasts unfavorably with 
many other states. For example, in 1938, the 
proportion of the state budget allotted to dental- 
health programs was 3.1 per cent in Connecticut 
and 5.6 per cent in North Carolina.” 

The members of your committee believe that the 
dental unit should eventually become a full division 
in the Department of Public Health. They recom- 
mend that the Commissioner of Public Health 
appoint an advisory council to this dental unit. 
This council might consist of representatives of the 
Massachusetts State Dental Society, the Oral 
Hygiene Council, the Forsyth Dental Infirmary, the 
Harvard School of Dental Medicine and the Tufts 
College Dental School. The advisory council could 
be of great assistance to the dental unit in planning 
a program to meet the dental needs of the people 
of Massachusetts. 

So far we have been concerned with the problem 
of tooth decay and the steps that may be taken to 
arrest its progress and repair the damage it causes. 
What about the prevention of dental caries? Pre- 
vention is usually dependent on a knowledge of 
etiology, and the etiology of dental caries is un- 
known. Certain observations, however, appear to 
be well established: dental caries always starts on 
the outer surfaces of teeth; tooth structure is de- 
stroyed by the action of acids; a number of bacterial 
species found in the mouth are capable of produc- 
ing acids; and sugars and starches constitute a 
favorable pabulum for these acidogenic bacteria. 
Whether these are primary or secondary causes 
cannot yet be decided. Such observations afford 
the rationale for attempts at preventing tooth decay 
by cleansing the teeth, and for the use of alkaline 
toothpastes and mouthwashes. The prevalence of 
tooth decay in spite of the expenditure of large sums 
on toothbrushes and dentifrices indicates that such 
measures are not effective. 

Considerable evidence is available that sugars 
and starches promote the initiation and progress 
of tooth decay, and that the incidence of dental 
caries may be reduced by lessening the amount of 
these substances in the diet. It is quite possible that 
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wartime rationing of sugar and candies may lessen 
the amount of tooth decay in children. 

A most important advance in the understanding 
of dental disease has come with the demonstration 
of the effect of nutrition on the development and 
maintenance of a healthy dentition. Good nutri- 
tion, especially during the developmental periods of 
the teeth, is generally recognized as a fundamental 
factor in dental health, although the mechanism 
by which this factor exerts its influence is a matter 
of dispute. Many investigators have reported a 
correlation between nutritional improvement and 
reduction of dental caries in children. 

It is obvious that efforts to promote dental health 
through adequate nutrition should be correlated 
with, and indeed should be a part of, the more gen- 
eral nutritional program. Utilization of the present 
knowledge and equitable distribution of the avail- 
able food supply would ensure better health, in- 
cluding better teeth. The fact should not be over- 
looked that teeth are digestive organs, and that 
normal mastication and salivary digestion cannot 
occur when the teeth are diseased or lacking. A well- 
selected diet may not be adequate if it is not prop- 
erly digested, and the teeth play a part in the 
digestive process. Furthermore, it should be 
pointed out that eating habits are of importance in 
maintaining sound teeth. It is well established that 
such a simple procedure as finishing a meal with an 
orange or an apple rather than with cake or candy 
may be associated with relative freedom from tooth 
decay. This effect seems explainable chiefly on the 
local cleansing action of the fruit as opposed to the 
debris left on the teeth by the pastry, rather than 
to the superior nutritional value of the fruit. 

The striking laboratory and clinical data now 
appearing in the literature concerning the effective- 
ness of small amounts of fluorine (less than 2 parts 
per million) in preventing tooth decay in human 
beings as well as in laboratory animals® have been 
considered by this committee. Although we are 
not ready to recommend the widespread use of this 
substance as a public-health measure, we believe 
that continued study of this phase of the problem 
should be made, and suggest that it might be used 
under proper supervision in some section of the 
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Commonwealth so that data may be obtained con- 
cerning its effectiveness in a region of the country 
where dental caries is most nearly universal. 

A final word should be said concerning the respon- 
sibility of the medical profession for the control of 
dental disease. It is unfortunate that most phy- 
sicians neglect to examine the mouths of their pa- 
tients with the same care and attention paid to 
other parts of the body. The treatment of dental 
disease is the province of the dentist, but its recog- 
nition is equally the responsibility of the physician. 


SUMMARY 


Dental caries is a more serious problem in Mas- 
sachusetts than in other sections of the country. 

Early detection and treatment is an effective 
procedure, but it requires highly trained personnel 
and is therefore expensive. Ways of more efficient 
use of this personnel are suggested. 

The promotion of a public-health dental service 
is discussed. The appointment of an advisory 
council to the dental unit of the Massachusetts 
Department of Public Health is recommended. 

The etiology of dental caries is discussed, and the 
role of nutrition in controlling its ravages is com- 
mented on. 

The responsibility of the medical profession for 
the recognition of dental disease is stressed. 
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HENARSINE hydrochloride is a mechanical 

mixture of 3-amino-4-hydroxy-phenyl-dichlor- 
arsine hydrochloride with sodium citrate as a buffer 
diluent. Its chemical constitution and pharma- 
cologic properties have been fully described by 
Long! and Guy, Goldmann and Gannon.’ 

The treatment of syphilis with phenarsine was 
begun in the Department for Diseases of the Skin 
of the Boston City Hospital one and a half years 
ago. The drugt was given in courses of ten to twenty 
injections, alternating with courses of fifteen in- 
jections of bismuth. The doses ranged from 0.030 
to 0.045 gm. for women and from 0.030 to 0.067 
gm. for men. In cases of primary and early second- 
ary syphilis three injections a week were given for 
the first two or three weeks, and weekly injections 
after that to the end of the first course of arsenicals. 


TABLE l. 


THE NEW ENGLAND JOURNAL OF MEDICINE 


PHENARSINE HYDROCHLORIDE IN THE TREATMENT OF SYPHILIS 
Wituram P. Boarpman, M.D.,* anp Rospert Ka.peck, M.D.} 


BOSTON 


4 


Jan. 6, 1944 





actions. One of these also had an eruption, and 1 
developed jaundice and hypochromic anemia (Table 
2). The treatment was changed to Mapharsen in 
2 cases, to neoarsphenamine in 2, and to bismuth in 
1, and 2 patients failed to report for further treat- 
ment. The patient who had jaundice and hypo- 
chromic anemia was a thirty-four-year-old Negress 
with primary seropositive syphilis and a positive 
dark-field examination. She developed jaundice 
and tenderness over the liver after having received 
seven injections (300 mg.) of phenarsine within 
two and a half weeks. The blood at that time showed 
a hemoglobin of 63 per cent, 3,360,000 red cells and 
5800 white cells, with 71 per cent polymorphonu- 
clear neutrophils, 2 per cent eosinophils, 1 per cent 
basophils, 20 per cent small lymphocytes and 6 
per cent monocytes; the platelet count was normal. 





Summary of Data. 











Number of patients 
Dropped ...... 


Pee ET MOINS: 55. 55 sh Kase sedan deh sd cowbeceeates 


Cases with reactions...... 


Drug discontinued because of reactions ........ cece cece cece er eeeceees 


Reactions: 
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Type or SypuHitis 


PRIMARY SECONDARY LATE ALL TYPES 














saa 14 31 67 112 
7 24 34 65 - 
Satan 7 7 33 47 
5 (36%) 8 (26%) 12 (18%) 25 (22%) 
2 (14%) 2 (6%) 3 (4%) 7 (6%) 
3 5 11 19 
1 1 
hoes 1 3 1 5 
131 391 777 1299 
ie 10416 mg. 18013 mg. 32928 mg. 61357 mg. 








In later courses it was administered at weekly in- 
tervals throughout the courses. Bismuth sub- 
salicylate in peanut oil was used in weekly doses 
of 1 cc. (0.075 gm. of bismuth) for fifteen doses. 
Phenarsine and bismuth were never given simul- 
taneously. Cases of late syphilis received a course 
of bismuth at the beginning of treatment. Pregnant 
women were treated with phenarsine only. It was 
given to 112 patients who made regular visits 
(Table 1). This group included 14 cases of primary, 
31 cases of secondary and 67 cases of late syphilis 
(early and late latent, and tertiary). During the 
period mentioned 65 patients dropped out for 
various reasons; 58 were transferred to other clinics, 
chiefly because they were near their places of 
employment, and the remaining 7 could not be 
traced. 

Five patients had to discontinue the phenarsine 
treatment because of severe gastrointestinal re- 
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Treatment was continued with bismuth and the 
patient’s condition improved rapidly. Four months 
later the hemoglobin was 78 per cent, the red-cell 
count 4,000,000, and the white-cell count 4250, 
with 69 per cent polymorphonuclear neutrophils, 
2 per cent eosinophils, 9 per cent monocytes and 
20 per cent lymphocytes. The red cells were slightly 
hyperchromic but normal in size and shape and 
the platelet count was normal. Five months after 
the beginning of treatment, the serologic reaction 
became negative and remained so. The patient has 
continued treatment with bismuth for fifteen and 
a half months and is in excellent health. 

Mild reactions, mostly headache, dizziness and 
nausea, occurred in a number of cases. Five (36 per 
cent) of the 14 cases of primary syphilis showed 
some type of reaction. Among these, in only 2 cases 
were the reactions severe enough to cause discon- 
tinuance of phenarsine. Of the 31 patients with 
secondary syphilis, 8 (26 per cent) had reactions, 
but only 2 had to discontinue treatment. Of the 67 
patients with late syphilis, 12 (18 per cent) showed 
reactions, but only 3 had to discontinue treatment. 
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When reactions appeared, phenarsine was continued lesions required 3.7 weeks. Disappearance of the 
in smaller doses, with the addition of 10 cc. of 50 rash in secondary syphilis required only 2.8 weeks. 
per cent glucose or 10 cc. of 10 per cent sodium The average time required for all lesions in primary 
thiosulfate, which benefited half the primary cases and secondary syphilis was therefore 3.14 weeks, 
and about three fourths of the cases of secondary or about twenty-two days. 









TaBie 2. Cases Showing More than Mild Gastrointestinal Reactions. 





























































































































id 1 
Kinp oF Dosa S 
able No. Diacnosis REACTION Parnaamne Tasavesur Remarks 
nN in mg. 
h in 1 Primary syphilis Headache, nausea, 6200 Neoarsphenamine 
vomiting and diarrhea 
‘eat- 2 Primary syphilis Hepatitis, jaundice and 7300 Bismuth Seronegative 
y po- hypochromic anemia after 5 mo. 
3 Secondary syphilis Vomiting and diarrhea 20922 Mapharsen Seronegative 
ress after 5 wk. 
itive a Secondary syphilis Headache, nausea and 6380 Treatment 
: dermatitis discontinued 
dice 5 Secondary syphilis Dermatitis 12760 Treatment 
ived 3 * discontinued 
ive 6 Late congenital syphilis Vomiting and diarrhea 5225 Mapharsen 
thin 7 Late latent syphilis Vomiting and diarrhea 7292 Neoarsphenamine is 
wed 
and sy ° .¢ , 
‘ets and late syphilis. From these figures it can be seen Serologic reversal (Table 3) occurred in 6 (86 per 
pa? that a higher percentage of reactions occurred in cent) of-the 7 cases of primary syphilis, and in 6 
1 6 the early cases, which received three doses weekly (86 per cent) of the 7 cases of secondary syphilis. 
| . eye 
ae for the first two weeks, than in the secondary or late In the 33 cases of late syphilis, there were 3 reversals 
' cases. When the serologic reversals to negative are or 9 per cent. Therefore, in the 47 cases remaining 
considered, however,.the cases that had received under treatment there were reversals in 15 or 32 
this intensified treatment also showed later a higher per cent. 
incidence of reversals. No case of nitritoid crisis, In the cases of primary syphilis the average values 
renal damage, purpura, encephalitis, optic atrophy of 14.3 injections of phenarsine (881 mg.) and 3.5 
or permanent damage to the blood-forming organs injections of bismuth over a period of 10.8 weeks 
occurred. The only case showing liver damage was were needed to accomplish reversal. For the group 
TasLe 3. Cases Showing Serologic Reversal from Positive to Negative. 
Type or No. or INJECTIONS Torat Dosace No. or Insections Tiwe Required 
Sypaitis or PHENARSINE OF PHENARSINE or Bismura For ReversaAt Reactions 
mg. 
Primary 6.0 270 “16 4% mo. Nausea 
10.0 499 0 2 mo. None 
10.0 626 5 2 mo. None 
14 . 872 0 2% mo. None 
the 36 390 0 3% mo. Erythema of 
nths ilise 
10 360 0 1 mo. None 
-cell 
250 Secondary 12.0 $25 13 4% mo. Nausea 
hil ; 12.0 540 15 5% mo. None 
7 18.0 810 10 5 mo. Vomiting and 
and diarrhea 
6.0 270 0 mo. Vomiting and 
htly " diarrhea 
and 4.0 180 5 4 mo. Vomiting and 
diarrhea 
after 31.0 076 30 3 mo. None 
‘tion 10.0 420 30 None 
- has 10.0 516 16 9 mo. None 
and 10.0 633 15 None 
Averages: 
and Primary syphilis 14.3 881 3.5 10.8 wk. 
4 per Secondary syphilis 13.8 567 12.2 15.2 wk. 
- Late syphilis 10.0 523 20.3 33.3 wk. 
we General average 12.7 657 12.0 19.8 wk. 
"ases 
con- h ° . . . . *y° . . 
with the primary case previously described. No serologic with secondary syphilis the figures were 13.8 injec- 
eae telapses were observed in the cases under treatment. tions of phenarsine (567 mg.) and 12.2 injections of 
67 In the cases of primary and secondary syphilis, bismuth over a period of 15.2 weeks. The 3 cases 






the exact time required for healing of the lesions of late syphilis received 10.0 injections of phenarsine 


owed 
was recorded in only 7 cases. The healing of primary (523 mg.) and 20.3 injections of bismuth over a 


nent. 
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period of 33.3 weeks. The average figures in all the 
cases with reversals were therefore 12.7 injections 
of phenarsine (657 mg.) and 12.0 injections of 
bismuth over a period of 19.8 weeks. It is of interest 
that the only case of primary syphilis under treat- 
ment that did not become negative had received 
only twelve injections of phenarsine (495 mg.) and 
no bismuth over a period of eight weeks — in other 
words, less than the average treatment received by 
the other 6 patients. This patient still has a good 
chance to become seronegative, which would raise 
the total number of reversals in this group to 100 
per cent. The same applies to the only remaining 
patient with secondary syphilis, who had received 
only seventeen injections of phenarsine (965 mg.) in 
twelve weeks of treatment. From Table 2 it can be 
seen that among the cases with serologic reversal 
there was a higher incidence of reactions than in 
others. Among 15 recorded cases, 6 had reactions 
such as nausea, vomiting and diarrhea. One patient 
with primary syphilis, a pregnant woman, developed 
erythema of Milian on the ninth day of treatment. 
Treatment was continued, and on her request she 
received three injections of 67 mg. of phenarsine 
weekly. Within three and a half months she had 
received thirty-six injections of phenarsine (2390 
mg.). No bismuth was given. By the end of this 
period the serologic reaction had become negative 
and she delivered a healthy child. After this she 
was treated with weekly injections of bismuth and 
the serologic reaction remained negative. 

Whereas the incidence of reactions in all cases of 
primary syphilis was 36 per cent, in those of second- 
ary syphilis 26 per cent and in those of late syphilis 
18 per cent, in cases with later serologic reversal 
the incidence was 40 per cent. Nevertheless, the 
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number of severe reactions was small, and only | 
case of jaundice with anemia occurred, with 
complete recovery. 

With this low toxicity, phenarsine compares 
favorably with Mapharsen. So far as reversals are 
concerned, Gruhzit and Dixon® state that cases of 
early syphilis treated continuously with Mapharsen 
and heavy metals show reversal to negative in 88 
per cent after six months of treatment, and in 96 per 
cent after ten months of treatment. When it is con- 
sidered that many of our patients have been treated 
a shorter time than this, our figures are certainly 
as favorable as those given for Mapharsen. 


SUMMARY 


In 112 cases of all stages of syphilis, phenarsine 
hydrochloride (Clorarsen) when given intensively 
caused a fairly high percentage of minor gastro- 
intestinal symptoms, but in only 7 cases were these 
so severe that the treatment had to be stopped. 
There was only 1 case of liver damage and anemia, 
and this patient completely recovered. There was 
no mortality, and no other serious reactions occurred. 
There was no case of clinical or serologic relapse, 
and the percentage of serologic reversals from 
positive to negative was as high as that obtained 
with other arsenicals. We therefore believe that 
phenarsine is a safe drug, and our results appear 
to warrant further therapeutic investigation. 
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THE DIFFERENTIAL DIAGNOSIS OF CHICKEN POX AND SMALLPOX 


Conrap WEssELHOEFT, M.D.* 
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IGHTY years ago an acrimonious controversy 

raged over Europe as to whether chicken pox 
(varicella) and smallpox (variola) were or were not 
the same disease.» 2 Both were endemic and epi- 
demic at that time. The severe cases of chicken pox 
and mild cases of smallpox contributed to the con- 
fusion. Later there came into vogue the erroneous 
notion that chicken pox never attacks adults.’ 
Only within the past half-century have the two 
diseases been clearly differentiated. Indeed, they 
are entirely different. The classic picture of each 
can be recognized at a glance. Both, however, are 
subject to such wide variation that almost every 
point of differentiation may have an exception under 
certain circumstances. The importance of these 
points and their exceptions, particularly to military 
medicine, prompts this review. 


EPIDEMIOLOGIC CONSIDERATIONS 


Chicken pox is endemic in New England the year 
around. Epidemics usually begin in the colder 
months of the year and subside as summer comes on. 
In the Northern Hemisphere smallpox also occurs 
more frequently in the winter months.‘ It was 
formerly both endemic and epidemic in New Eng- 
land, but of late has become pretty well extinct 
except for rare isolated outbreaks in communities 
where vaccination has not been properly enforced. 
It should be kept in mind that smallpox continues 
in the St. Lawrence Valley and that people from 
that area sometimes bring the disease to New 
England. Before the war it seemed paradoxical 
that so many New Englanders were vaccinated 
before going to countries in Europe that were free 
of smallpox, yet never gave a thought to vaccina- 
tion before an extended motor trip along the St. 
Lawrence River, or to some states in the northwest 
where vaccination was not yet compulsory and 
where smallpox continued to occur.t The severest 
types of smallpox are epidemic in North Africa, 
the Orient, India and Mexico, the milder forms occur 
in the West Indies, northern South America, South 
Africa and Canada. In recent years outbreaks in 
the United States and Great Britain have been of 
milder variety.§ 


IMMUNOLOGIC CONSIDERATIONS 


An attack of either chicken pox or smallpox tends 
to confer a lasting immunity. Most people in New 
England have chicken pox in early childhood and 
thereby, with rare exceptions, remain immune 
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throughout life. A few people exhibit a strong 
natural immunity through childhood and contract 
the disease in later life. Occasionally a parent who 
has not had the disease in childhood contracts it in 
a severe form from a mild case in one of his children. 
It is therefore desirable to have chicken pox in child- 
hood in order to establish an immunity. If for any 
reason it is advisable to ward off an attack, an in- 
tramuscular injection of 10 to 20 cc. of convalescent 
chicken-pox serum within five days of exposure is 
likely to be effective because the incubation period 
is thirteen to twenty days.* This passive immunity, 
however, lasts only two weeks. 

Since cowpox affords a cross immunity to small- 
pox, it is advisable that all persons be vaccinated 
in early childhood. Indeed, whenever the question 
of a diagnosis of smallpox arises, one of the first 
steps is to look for a vaccination scar. This, of 
course, is only circumstantial evidence, because one 
can have varioloid, which is a mild form of smallpox 
modified through vaccination.? Another point is 
that the incubation period of smallpox is about 
twelve days. Thus, in the event of an exposure to 
smallpox a certain degree of protection can be 
achieved by immediate vaccination.’ If the subject 
has had a previously successful vaccination, the 
amount of antibody already there is increased by 
the repeat inoculation of cowpox’Virus. 

Although the incubation period of smallpox 
averages twelve days, it varies from eight to twenty- 
one days. The severer the form, the shorter is the 
incubation period. Thus, in so-called “black” or 
purpuric smallpox (variola purpurica), in which the 
patient succumbs in the period of invasion, the 
incubation period is only eight days. In such a 
case, the appearance of petechiae is followed by 
hemorrhages and collapse; the patient becomes the 
color of a “dark prune” ® and dies before the vesicu- 
lar stage gets under way. On the other hand, in 
alastrim, which is a mild form of the disease in un- 
vaccinated persons, the incubation period may be 
twenty-one days. Alastrim is due either to a high 
resistance in the individual or to a low virulence 
of the virus. 

~ProproMaL SyMPToMs 

In general it may be stated that prodromal symp- 
toms are absent or slight in chicken pox and severe 
in smallpox. The fact is that since chicken pox 
usually occurs in childhood and is usually a mild 
affair, prodromes are rarely present. Occasionally 
a child has a high fever, vomiting and even a con- 
vulsion within a few hours of the time when the 
first chicken-pox lesions are noted. Again, there may 
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be a fleeting erythema at this stage, which at the 
time may awaken a suspicion of scarlet fever; but 
fortunately this erythema comes out just before or 
accompanying the appearance of the vesicles.!% ™ 
A fine, bran-like desquamation has been reported 
to follow.!° Oftener a few scattered papules appear, 
from the center of which the vesicles arise. Fre- 
quently the vesicles erupt without any preliminary 
papules. At any rate, the vesicles may come so 
quickly that the papular stage is entirely missed. 
In adults, especially prior to a severe eruption, 
there may be repeated chilliness with a fever up 
to 102°F,, malaise and general aches and pains 
for two days before the eruption is apparent. The 
word “apparent” is used because on eareful ex- 
amination one can usually ‘ind early lesions on the 
trunk and on the palate during the twenty-four 
hours preceding the general eruption. 

Lade” has drawn attention to an observation he 
made during an epidemic of chicken pox. He found 
that there was frequently a diarrheal or soft un- 
formed stool exactly fourteen days before the 
eruption. This suggested to him that chicken pox 
is an intestinal infection to begin with. I was unable 
to confirm this in a prolonged chicken-pox epidemic. 
The occasional loose stool was common, but it did 
not occur with any regularity two weeks prior to 
the eruption. A loose stool is apt to occur about 
one week before the eruption of measles, but in 
my experience such a stool is certainly not a reliable 
warning in either of these diseases. 

In smallpox the prodromes are likewise in propor- 
tion to the severity of the subsequent eruption. 
The prodromal symptoms of a severe case may begin 
three days before the eruption. The outstanding 
complaint is a backache, which is usually lumbar 
but may radiate. It is more marked in adults than 
in children."! This is usually much worse than the 
headache and nausea —in fact, it is an excru- 
ciating agony, accompanied by fever, chills, sweats 
and vomiting. Hoyne™ has noted salivation, espe- 
cially in Negroes. Again, there may be a prodromal 
erythema or a morbilliform eruption that is espe- 
cially marked over the lower abdomen, groins, 
inner surface of the thighs and lateral thoracic 
areas. Kempf" found these often confined to the but- 
tocks. This prodromal period, sometimes termed the 
“period of invasion,” tends to come to an abrupt ter- 
mination with a sharp drop in the temperature curve. 


Tue LEsIon 


The eruptive stage in both these diseases is 
probably the result of a violent antigen-antibody 
reaction in the skin. The inflammatory process con- 
sists of a swelling of the cytoplasm and the nuclei 
of the epithelial cells so that the rapid formation 
of serum separates the layers, and thus the vesicle 
is formed. The roof consists of a thin layer of 
epithelial cells, and the floor is made up of a deep 
layer — the prickle cells. Fine septums -extend 
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through the fluid, and these are said to radiate from 
above downward in chicken pox, and from the floor 
upward in smallpox.5 Thus, although the lesion 
is actually multilocular in both diseases, the separat- 
ing wall is apt to be more substantial in smallpox. 
The dictum that chicken pox is always unilocular 
in contrast to the multilocular character of small- 
pox is therefore inaccurate. It is unsafe to depend 
on the result of needling the lesion.!» 5 The multi- 
locular character of the lesions must not be con- 
fused with the confluence of lesions in smallpox. 

The inflammatory reaction may spread beyond 
the edge of the vesicle in the form of an erythem- 
atous area at the base. This is much more marked 
in chicken pox than it is in smallpox and affords 
an important point in differentiation. In chicken 
pox this reddened areola constitutes the so-called 
“corona,” which spreads out irregularly into the 
surrounding skin, and at times covers’ an area two 
thirds greater than the vesicle itself. This has given 
rise to the description of the typical chicken-pox 
lesion as being “‘a dewdrop on a rose petal,” the 
dewdrop appearance being due to the thin roof of 
the vesicle, and the rose-petal appearance to the 
corona. Thereis an extremely marked variation in the 
amount of corona in different cases of chicken pox. 
Indeed, in some cases no corona is visible without a 
magnifying glass. The reddened base in smallpox 
is a narrow circular ring, the outer margin of which 
conforms closely to the outer edge of the vesicle.'* 

There is another feature of the lesion that can 
be used in differentiation. The irregularity of the 
corona in the chicken-pox lesion is often reflected 
in the shape of the vesicle itself. In other words, the 
base of the chicken-pox vesicle can be quite irregular 
in outline, in contrast to the more nearly circular 
base of the smallpox vesicle. This difference is par- 
ticularly marked in the folds of the skin, where the 
chicken-pox lesion tends to be elongated, with its 
long axis parallel to the fold.“:!7 In the same 
locality the smallpox vesicle tends to remain round, 
but sometimes as these lesions run together their 
edges suggest a crenated appearance.'® 

In hemorrhagic smallpox the reaction is so violent 
at the base of the vesicle that the fluid is mixed 
with blood. In chicken pox it is not unusual to 
see an occasional vesicle that contains extravasated 
blood. There are, however, severe forms of chicken 
pox of the hemorrhagic type. This is apt to be the 
result of a secondary streptococcal or diphtheritic 
infection.1° There is one point in this connection 
that is of value in differentiating the two diseases. 
In smallpox a lesion on the palm and sole is apt 
to be hemorrhagic and becomes a “mahogany 
plaque,””’® and is “counter sunk” !* in the form 
of deep hard scabs similar to a “blood blister” 
found in the horny layer after chopping or rowing, 
whereas in chicken pox such a lesion is likelier to 
be made up of clear serum and to disappear with- 
out a scab. Deep scabs on the palms and soles are 
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often valuable evidence in mild, ambulatory cases 
of smallpox. 

The reason for this difference in the lesions in the 
horny layer of the skin is that in smallpox the 
separation is always deeper in the epithelial layers 
than it is in chicken pox. This leads to a con- 
sideration of the shotty feel of the early smallpox 
lesion. Altogether too much emphasis has been 
placed on this feature in the differential diagnosis.! 
At times the early smallpox eruption feels like shot 
under the skin, but at other times this feeling is 
entirely absent. Furthermore, early chicken pox 
lesions on the forehead or over any area where the 
skin lies just,over bone feel the same way.!® 1% 20 

The relatively superficial character of the chicken- 
pox lesion has always been stressed. The fully 
formed vesicle is easily ruptured by moderate 
pressure. Glaubersohn”™ remarks that Professor 
E. L. Sklowsky, of Kiev, called attention in 1927 
to the easy vulnerability of the varicella vesicle, 
by which “when light pressure with the index 
finger is exerted upon the healthy skin towards and 
then over the vesicle, the vesicle wall is very easily 
lacerated with an outflow of its contents.”” Although 
this technic may be new, the principle has long been 
recognized and described in other but equal detail.!’ ® 
Furthermore, modern teaching lays stress on the 
advisability of not rupturing the vesicle for fear 
of introducing a secondary infection. Thomson” 
long ago called attention to the fact that chicken- 
pox lesions on the palms and soles may show con- 
siderable resistance to pressure. In this connection, 
Faller'® has observed that chicken-pox lesions on 
the exposed surfaces, such as the face and hands, 
may have a relatively tough roof to the vesicle, 
whereas in smallpox one may find vesicles below 
the umbilicus that are relatively fragile. 


CourRsE 


Like the prodromal stage, the fastigium, or the 
period of the eruption, differs greatly in these two 
diseases. The course of events in chicken pox is 
rapid, while in smallpox it may take the form of 
a long-drawn-out illness. 

_In chicken pox the temperature curve reaches its 
highest point as the eruption comes into full bloom 
on or about the second day, after which it tends 
to fall to normal either abruptly or within about 
forty-eight hours. If the fever does not subside, 
one must keep in mind the possibility: of secondary 
infection. This is apt to be a streptococcal invasion 


of the skin lesions, the lungs (in the form of pnev- : 


monia), the blood stream or all three, %-5 and in 1 
case the meninges were invaded.?6 

The temperature curve in smallpox is quite dif- 
ferent. In the first place it is diphasic, and in the 
second place it is protracted. As the eruption begins 
or ls about to appear, the patient experiences a short 
Phase of apparent improvement, with a fall in the 
temperature and relief from his aches and nausea. 
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Then the temperature begins to rise gradually, rarely 
abruptly, through the vesicular stage, with a sharp 
rise marking the onset of the pustular stage. From 
then on there is a long, high plateau lasting two or 
three weeks. This drop in the temperature curve 
with the onset of the eruptive stage is an important 
characteristic feature of smallpox. The drop, how- 
ever, may be absent in those mild forms of varioloid 
and alastrim in which no prodromes are in evidence. 
Indeed, after the eruption appears there may be no 
fever.* In purpuric smallpox there is no abatement 
of the fever, the temperature usually continuing to 
rise until the patient expires. Furthermore, the 
abrupt accentuation of the fever with the beginning 
of the pustular stage is seen much oftener in cases 
with confluent lesions than in the milder cases 
presenting discrete lesions." 

In chicken pox the first vesicles appear suddenly, 
—within two or three hours,—and these are 
followed by others cropping out here and there in 
an irregular manner. New vesicles may continue 
to appear as late as the fifth day, but most of the 
lesions are evident by the end of the second or third 
day. Some of the vesicles go over into the scab 
stage within eight to twelve hours, while others 
linger as vesicles and then as pustules. Thus, at 
the end of twenty-four hours there are often lesions 
in all stages of development over a given area. This 
condition becomes more marked at the end of 
forty-eight hours. The exception to this is when 
the given area is already in a state of irritation from 
sunburn, eczema, scarlet fever or soiled diapers. 
The lesions sometimes appear in parallel lines where 
the patient has scratched himself. Rolleston® cites 
a case in which the eruption was confluent over 
parts of the skin that had recently undergone deep 
x-ray therapy. Under these conditions all the 
vesicles in a given area may be at the same stage. 
In areas free from irritation, however, the lesions 
show wide variation in development. Although in 
chicken pox they tend to remain isolated, there 
is a tendency in such irritated skin for the vesicles 
to run together in a manner suggestive of the con- 
fluent lesions of smallpox. Another feature of 
chicken pox is the great variation in the size of 
the lesions over a given area. Finally, the distribu- 
tion of the lesions in chicken pox tends to be cen- 
tripetal; that is, most of them are found on the 
trunk. In severe cases, however, the face may 
be extensively involved, but the lesions remain 
isolated except in irritated areas. 

Many patients with mild cases of chicken pox 
feel perfectly well throughout the disease and never 
have any complaint. Those who have had fever 
are comfortable as soon as the temperature reaches 
normal, unless the lesions cause trouble. Itching 
of the skin lesions may be severe. Occasionally one 
or two lesions on the palpebral conjunctivas or in 
the throat cause discomfort, but the worst suffering 
occurs when a crop of lesions comes out on the 
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vulva or on the prepuce. Sometimes, when the 
patient’s resistance is exceptionally low, there is 
bleb formation. The contents of the blebs is usually 
pinkish from extravasations of blood. In seriously 
undernourished or otherwise debilitated infants, 
this bleb formation with secondary infection may 
progress to actual gangrene.!° 

The course of chicken pox, then, is usually two 
or three days of fever accompanying the eruption 
of vesicles, which continues over a period of two 
to five days. The scabs may come off in a week, 
but often they cling to a tough central root for two 
weeks or even longer. During the scab stage the 
patient is up and about. 

The protracted course of events in smallpox con- 
sists of the severe and prolonged prodromes, followed 
by a brief period of lowered temperature and rela- 
tive comfort. The first signs of the eruption then 
appear, usually during the third or fourth day of 
the acute illness, but in some mild cases as late as 
the seventh day. In general, all the lesions can be 
said to come out together, and thus tend to be at 
the same stage. This statement needs qualifica- 
tion, in the first place, because the lesions fre- 
quently appear twenty-four hours earlier on the face 
than elsewhere; and in the second place because 
in a given area one may find lesions in different 
stages of development.'? Thus, the statement that 
lesions in a given area tend to be at the same stage 
must be taken not as a reliable rule but merely in 
relation to the wider variation seen in chicken pox. 
The lesions begin as macules that last twenty-four 
hours. After this there may be another twenty- 
four hours in which they have a shotty feel, but as 
has already been stated, this is by no means always 
present. Then come firm, walled, umbilicated ves- 
icles that at the end of twenty-four to seventy-two 
hours become opaque pustules. A sensation of 
burning in the skin often accompanies this eruption. 
The fever, which has been slowly mounting through 
the vesicular stage, rises abruptly with the pustular 
stage. The pustules remain for four to six days and 
then turn into crusts and scabs. These often remain 
a week or two, and as they come off they leave red 
pits that at the end of several months become white 
pitted scars. In the mildest forms of smallpox, 
however, there is often no scarring. 

The distribution of the lesions tends to be cen- 
trifugal, and they are especially numerous on the 
face and forearms and below the knees. In these 
areas they tend to become confluent and all are 


much the same size. This confluence of the lesions . 


brings about another feature of smallpox — namely, 
edema. The swelling along with the eruption may 
distort the face beyond recognition. The eyelids are 
so swollen that they do not open. The wrists, fore- 
arms, ankles, palms and soles may also be so swollen 
as to cause actual pain in conjunction with the 
burning sensation in the pustules. 

The smallpox lesions also attack certain mucous 
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membranes, as is the case in chicken pox, but they 
do so more extensively. Instead of a few spots on 
the palate there may be numerous lesions there as 
well as on the buccal mucous membrane and tongue 
and over the posterior pharyngeal wall. Even the 
larynx may be involved. These lesions of the mouth 
and throat can be so painful that they make swallow- 
ing almost impossible. Furthermore, they give rise 
to a most repulsive halitosis. Lesions may also occur 
in the nose, on the palpebral conjunctivas and on 
the vulva. 

Over any area where there is irritation of the 
skin surface, such as that from a hatband, collar, 
shoulder strap, waistband, belt or garter, the lesions 
are likely to show well demarcated confluence. 
Faller'® has gone at length into this selectivity of 
smallpox lesions for irritated parts of the skin. He 
draws attention to the fact that the lesions tend to 
be more marked about a scar and over bony prom- 
inences. He states that there are fewer lesions on 
a scalp that is protected by plenty of hair than ona 
bald area. He emphasizes the axilla, which is a 
favorite spot in chicken pox, but in which relatively 
fewer lesions are found in smallpox. This, he says, 
is particularly true of the apex of the axilla, which 
is so often involved in chicken pox but rarely in 
smallpox. He adds that, in general, smallpox tends 
to avoid the flexures of the skin more than does 
chicken pox. A readiness for lesions to appear where 
there is solar, thermal or mechanical irritation is 
present in both diseases but is more marked in 
smallpox. Gunn!’ remarks that chicken pox shows 
a predilection for the sheltered parts of the body, 
such as the axillas and groins, whereas the converse 
is true of smallpox; and further, that chicken pox 
tends to avoid prominent parts and extensor surfaces. 
He also states that smallpox lesions are inclined to 
gather about “‘the sites of Mantoux and Schick tests 
where recent positive reactions have been obtained.” 

The blood count offers nothing reliable in the 
differential diagnosis — at any rate, not when it is 
needed — that is; at the onset of both diseases, in 
mild smallpox and severe chicken pox. Marked 
variations in the findings of the later stages have 
been recorded. In purpuric smallpox, white-cell 
blood counts of 16,000 to 46,200 have been recorded.? 
The pustular stage of smallpox is accompanied by a 
marked leukocytosis. It is important to keep in 
mind that the streptococcus is the common secondary 
invader of the pustule, and that therefore a leuko- 
cytosis is to be expected. The streptococcus may 
also be a secondary invader in chicken pox, but an 
elevated leukocyte count cannot be depended on 
as a guide in this. I have seen a case of severe 
chicken pox in an adult with an overwhelming 
streptococcal pneumonia and blood stream infection 
in which the white-cell count was 8000, with only 
68 per-cent neutrophils. Holbrook?” states that in 
chicken pox there is apparently a strong stimulus 
to lymphocytic activity with an increase in plasma 
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cells. Hoffmann** found 3 to 10 per cent eosinophils 
in the first three weeks of smallpox, rising to 15 to 
20 per cent in the fourth and sixth weeks, whereas 
in chicken pox the percentage of eosinophils was 
normal at first, rising later to between 4 and 10 
per cent. Gradwohl”* states that the blood picture 
of chicken pox offers no information of value, but 
that that of smallpox is one of hyperleukocytosis 
with many irritation forms and plasma cells and 
a regenerative shift on the fourth day. It is doubt- 
ful whether this information would be of much 
diagnostic importance in a severe case of small- 
pox, and in the mild cases the leukocyte count is 
often not affected in any way.® 

There are several laboratory tests for smallpox, 
but they can hardly be said to be practical when 
one is confronted with a case that is suspicious. 

Sensitization test. This requires that a rabbit be sensitized 
to cowpox vaccine over a period of two weeks, after which 
the belly is shaved and the fluid from the suspected vesicle 
or pustule is inoculated intradermally. Material from small- 
pox gives a positive reaction in twenty-four to forty-eight 
hours, whereas that from chicken pox gives no reaction. The 
rabbit can be used again during the next eight months. 

Flocculation test® and complement-fixation reaction.3!, 32 
These tests also involve the use of hyperimmune rabbit 
serum. The latter is more sensitive than the former. Pro- 
vided the serum is at hand, both tests can be read promptly. 
They are definitely specific, but the first is not reliable in 
the first week of smallpox. 

Intradermal cowpox-virus test. Cowpox (vaccine) virus 
heated to 56°C. is injected intradermally. A positive reaction 
can be obtained in a case of smallpox if the disease is suffi- 
ciently advanced to give an allergic reaction. This test is 
of no value in a previously vaccinated person. 

Paul test. A needle dipped in the contents of the suspected 
vesicle is used to scarify the cornea of a rabbit. In smallpox, 
minute vesicles y segs in forty-eight hours and ulceration 
follows; material from chicken pox causes no lesions. 

Chick-membrane test.88 Inoculation of the chorioallantoic 
membrane of a chick embryo with fluid from a smallpox 
vesicle gives a characteristic recognizable pox within forty- 
eight to seventy-two hours; no reaction occurs from chicken 
pox. 

There is one situation that is exceedingly rare 
but that is worthy of mention — namely, concurrent 
chicken pox and smallpox. Schamberg™ reports 
such a case. More recently O’Connor* has de- 
scribed a case in which smallpox began six days 
after chicken pox. 


* * * 


There is no single feature, aside from specific 
laboratory tests, that can be relied on under all 
conditions to differentiate chicken pox and small- 
pox. The complete picture must be carefully 
studied. The patient, with the arms raised above 
the head, must be looked over from scalp to sole. 
Then the lesions must be closely examined. The 
Tate and the manner of maturation of the lesions 
must be taken into consideration. Laidlaw** has 
Pointed out the importance of realizing how mild 
smallpox can be. Wanklyn®* has warned of the 
danger of relying too much on the presence or 
absence of “umbilication, shottiness, palatal and 
buccal lesions, lesions on the sole of the foot, crop- 
Ping and uniloculation.” Schamberg! has drawn 
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attention to the fact that in chicken pox one may 
find one or more lesions resembling smallpox, and 
vice versa. Ronaldson and Kelleher!® have de- 
scribed the anomalous forms of chicken pox. Hill! 
has depicted the variety of lesions that are occa- 
sionally visible during each stage of the smallpox 
eruption. Finally, Faller!® and Gunn" have re- 
viewed the peculiarities of distribution of the lesions 
in the two diseases, as well as their behavior under 


the influence of previous irritation of the skin. 
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CASE 30011 





PRESENTATION OF CASE 


First admission. A thirty-two-year-old housewife 
entered the hospital because of epigastric pain. 

The patient had been in apparent good health 
until about fifteen months before admission, four 
months after a normal delivery, when she developed 
severe midepigastric pain. The pain was gnawing, 
intermittent, lasted two or three days and was not 
related to or altered by the ingestion of food or soda 
or by bowel movements. It persisted. Four months 
before entry the pain became severer and more con- 
stant. It at first occurred either a week before or a 
week after the menses but later had no relation to 
them. She was seen in the Out Patient Department 
about one month prior to entry and a cervical 
dilatation was performed, without benefit. The 
pain became much worse, radiating around the left 
side to the middle of the back and being aggravated 
by motion. She was unable to sleep. There was no 
Nausea or vomiting, but her appetite was podr. She 
had tarry stools and dysuria for several days early 
in the illness but had had no recurrence of these. 
There was a weight loss of 10 pounds during this 
period. The menses had always been regular, each 
period lasting five days. 

Physical examination showed a poorly nourished 
“wasted,” pale woman looking older than her stated 
age. The heart and lungs were normal. There were 
marked tenderness and voluntary spasm in the 
midepigastrium, and slight tenderness in the supra- 
pubic region, without spasm. Some costovertebral 
angle tenderness was elicited on both sides. Pelvic 
examination showed a lacerated, eroded, tender 
cervix; there was considerable odorless creamy dis- 
charge. The uterus was of normal size but extremely 
tender. The left ovary was not palpated. The right 
was not remarkable. ‘ 

The blood pressure was 90 systolic, 60 diastolic. 
The temperature, pulse and respirations were 
normal. 

Examination of the blood showed a red-cell count 
of 4,700,000, with 60 per cent hemoglobin. The 
white-cell count was 11,400, with 45 per cent neu- 


*On leave of absence. 
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trophils, 47 per cent lymphocytes, 5 per cent baso- 
phils and 3 per cent monocytes. The urine was 
negative. A blood Hinton test was negative. The 
nonprotein nitrogen was 16 mg. per 100 cc. The 
blood protein was 6 gm. per 100 cc., the chloride 
91.5 milliequiv. per liter, and the sodium 137 mil- 
liequiv. per liter. Repeated stool examinations were 
guaiac positive. No stool culture was reported. 

A gastrointestinal series was negative, as was a 
barium enema. A small-bowel enema through the 
Rehfuss tube showed slightly slow passage of the 
fluid filling the jejunum and the greater portion of 
the ileum. There was a delay in the passage of fluid 
at the junction of the middle and lower thirds of the 
right ileum on the right side of the abdomen. There 
was slight ballooning, for which no anatomical basis 
could be demonstrated. The barium entered the 
cecum at the end of thirty minutes, and half an hour 
later, the ileum, cecum and colon were filled with 
barium. No localized areas of narrowing or any 
other defects were seen. Proctoscopic examinations 
were negative but seemed to reproduce the pain. 
The temperature occasionally rose to 100°F., but 
the pulse and respirations were normal. A pre- 
operative diagnosis of endometriosis was made, and 
a hysterectomy and appendectomy were performed. 
Exploration of the entire abdomen and gastro- 
intestinal tract was said to have shown no ab- 
normalities. The spleen was twice the normal size. 

Except for an occasional rise of temperature to 
99.8 or 100°F. the postoperative course was un- 
eventful. The epigastric pain had completely dis- 
appeared. Pathological examination of the uterus 
and the appendix showed no abnormality. It was 
deemed advisable to transfer the patient to the 
Medical Service for further study and determina- 
tion of the cause of the positive guaiac test on the 
stool, but she refused and was discharged on the 
twenty-eighth hospital day. 

Second admission (nine months later). After 
discharge the patient remained free from pain for 
about a month. She then noted a gradual return of 
symptoms, with the development of constant upper 
abdominal pain that occasionally radiated to the 
left thigh. On one occasion she had a severe attack 
of pain accompanied by chills and a bout of vomit- 
ing. The nature of the vomitus was not known. Her 
appetite became poor. There had been urinary 
incontinence and dyspareunia since operation. She 
had lost 19 pounds of weight. 

Physical examination showed an _ emaciated, 
rather anxious woman complaining of mild ab- 
dominal pain. The heart and lungs were normal. 
The abdomen was tense, with mild generalized 
tenderness more marked in the upper half. The liver 
was palpated two fingerbreadths below the costal 
margin. There was questionable costovertebral- 
angle tenderness bilaterally. Pelvic examination 
showed tenderness throughout. There was marked 
generalized muscle wasting of the extremities. 
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The blood pressure was 95 systolic, 70 diastolic. 
The temperature was 99.8°F., the pulse 90, and the 
respirations 20. 

Examination of the blood showed a red-cell count 
of 5,000,000, with 12.5 gm. of hemoglobin. The 
white-cell count was 7200, with 80 per cent neu- 
trophils. The platelets were normal. The neu- 
trophils showed a shift to the left. The urine was 
negative. The stools were guaiac positive. A 
cephalin flocculation test was +-+++-+ in twenty- 
four hours and ++-+- in forty-eight hours. A van 
den Bergh test was negative. The blood protein 
was 6 gm. per 100 cc. A bromsulfalein test was 
negative. X-ray films of the chest were negative. 
The spleen did not appear enlarged. An intravenous 
pyelogram was negative. A Graham test showed a 
normally functioning gall bladder; many minute 
radiolucent shadows, with a dense ring about them, 
were present within the shadow of the gall bladder, 
which had the appearance of calculi. X-ray examina- 
tion of the gastrointestinal tract was handicapped 
because of the refusal of the patient to take more 
barium. There was a questionable thickening of the 
gastric mucosal rugae, but no ulceration or narrow- 
ing could be seen. Considerable pylorospasm was 
noted, but the duodenal cap, the second and third 
portions of the duodenum and the upper jejunum 
filled normally. There was pressure on one of the 
loops of jejunum by a mass arising out of the pelvis, 
which might have been the distended bladder. The 
bones were normal. 

The patient continued to complain of epigastric 
and considerable back pain. She was placed on a 
high-calorie, high-vitamin diet but was unable to 
take much food by mouth “because it was not Por- 
tuguese style.” During the third hospital week she 
had several attacks of severe epigastric pain radiat- 
ing through to the back. The temperature ranged 
between 100 and 100.5°F.; the pulse and respira- 
tions were normal. Her condition improved but 
slightly during the fourth week, and she was dis- 
charged home on a_ high-calorie, low-fat, high- 
vitamin diet, to return at a later date for chole- 
cystectomy. 

Third admission (one month later). Following 
discharge the patient continued to have severe 
epigastric pain and nausea but no vomiting. Her 
appetite remained poor. There was some additional 
weight loss. 

_Physical examination showed a markedly ‘ema- 
ciated woman in acute distress. There were tender- 
hess in the right upper quadrant, voluntary ab- 
dominal spasm and slight right costovertebral- 
angle tenderness. 

The blood pressure was 90 systolic, 60 diastolic. 
The temperature was 100°F., the pulse 100, and 
the respirations 20. 

Examination of the blood showed a red-cell count 
of 4,100,000, with 60 per cent hemoglobin. The 
white-cell count was 10,400, with 70 per cent neutro- 
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phils; the smear showed a shift to the left, with 
many band forms. The urine was negative. The 
stools were guaiac positive. 

The patient was given several transfusions and 
intravenous injections of fluid, with chills and fever 
following each transfusion. Proctoscopy was again 
negative. The temperature during the first two 
weeks ranged about 100°F. On the fourteenth day 
the temperature rose to 104°F., and the pulse to 
150; the respirations were normal. Examination 
showed diffuse tenderness with spasm in the right 
upper quadrant. Sigmoidoscopy two days later 
was negative. 

On the eighteenth hospital day the patient de- 
veloped marked abdominal distention, vomiting and 
diarrhea. The temperature ranged between 100 and 
104°F. Examination showed marked abdominal 
distention with tympany. There was diffuse tender- 
ness without any rebound. High-pitched peristalsis 
of an obstructive character was audible, with 
periods of hyperactivity and silence. There was 
pain in both shoulders. X-ray films showed several 
loops of small bowel that were distended with gas, 
but no free air was seen in_the peritoneal cavity. 
The white-cell count was 15,800. The urine showed 
a + test for albumin, and the sediment contained 
many white cells. A Miller-Abbott tube was passed 
but could not be manipulated beyond the pylorus. 

On the twentieth hospital day an operation was 
performed. 


DIFFERENTIAL DIAGNOSIS 


Dr. J. H. Means: This is a case of some com- 
plexity, and of extraordinary interest as a problem — 
a tough problem, it seems to me — in differential 
diagnosis. The outstanding feature is that this 
syndrome was characterized by extremely persistent 
and at times apparently severe midepigastric pain 
that was peculiar in its lack of relation to any other 
bodily function and by gradually increasing fever 
and weight loss. The only clue that has been given 
concerning its nature is that it was reproduced by 
doing a proctoscopy. Whether that is of importance 
I do not know; but it did interest me. This affair 
had been progressing for two years and was relieved 
by hysterectomy but for only a month. It is in- 
teresting that the pathologist apparently found the 
uterus to be normal. The appendix was taken out 
at that time, so that is out of the picture, and finally 
the story ends with an attack of acute intestinal 
obstruction that required an emergency operation. 
It does not sound like a long-planned operation. I 
suppose it led to a diagnosis. 

This case was thoroughly studied, and there is a 
great deal of material here for digestion. I made a 
list of positive findings, and there also are a great 
many significant negative ones. The pain itself I 
put first. I am much impressed with the one attack 
of tarry stools and the fact that every stool there- 
after was guaiac positive. We cannot escape that. 
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She had been constantly losing blood in the stool. - 
She had progressive weight loss, emaciation and hy- 
pochromic anemia. I shall ask the radiologist to 
interpret the films later, but it appears that the 
radiologist found some evidence of stasis, at least 
in the small bowel. There was questionable en- 
largement of the liver. The patient apparently had 
gallstones. The positive cephalin flocculation test 
might go with an enlarged liver, suggesting some 
parenchymatous disturbance in the liver or dis- 
turbance in liver function. In looking the record 
over very thoroughly, it seems to me that we have 
to find a focal lesion somewhere as an explanation 
for the picture, and I think it is reasonable to assume 
that it was below the diaphragm. 

The case in favor of the gastrointestinal tract as 
the location is the strongest, and yet there are some 
things that bother me about attributing it to the 
gastrointestinal tract. There is this business about 
the pelvis. I am disturbed about the backache, 
which could be due to the gastrointestinal lesion. 
One can have backache in peptic ulcer, so that the 
backache could be of alimentary origin. There was 
pain in various places, — in the upper quadrant, in 

‘the suprapubic region and once in the left hip, — 
although usually it was in the midepigastrium. It 
was a bizarre type of pain. 

I thought of disease in the kidneys, but there was 
a negative pyelogram and the urine was negative 
until just before operation, when it had some pus 
in it as a part of the acute picture. I thought about 
the pancreas, but I cannot explain all the picture 
on the basis of a pancreatic lesion. Nor can I 
explain it all on the basis of the gall bladder. She 
could have had liver disease. The liver is said to 
have been enlarged, but that is questionable. The 
cephalin flocculation test was suggestive of some 
disturbance in liver function, but the other tests 
were negative. The liver I shall leave on the 
periphery, as a possible but not probable locus of 
the lesion. 

I thought of spinal disease, psoas abscess and 
things of that sort and abandoned them all, and 
came back to the gastrointestinal tract as the 
probable location of the lesion. The gastrointestinal 
tract was thoroughly studied. Everything was nega- 
tive except the small bowel, so I was forced to con- 
clude that the lesion was in the small bowel, al- 
though small-bowel lesions other than duodenal are 
rarer than those of the large bowel or stomach. 
At this point I shall ask the radiologist to give what 
help he can. 

Dr. Mitrorp Scuuuz: Most of these films are 
just confirmatory of all these negative examinations. 

Dr. Means: Is there anything wrong with the 
spine, such as metastatic disease? 

Dr. Scuutz: There is no gross lesion in the bones. 

These are the films that we made at the time of 
the examination of the small bowel. The delay in 
the passage of barium through the small bowel was 
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a fluoroscopic observation. The small-bowel pattern 
is not unusual, and there does not seem to be a mass 
displacing it. Of course it is notorious that lesions 
in the small bowel are overlooked, or not demon- 
strated in x-ray examinations. Meckel’s divertic- 
ulum and things like that are rarely found. 

This is the film made on the second admission. 
The mass could well be a full bladder. On the other 
hand the bowel is not entirely filled and it is im- 
possible to say whether or not an abdominal mass 
is present. The rest of the films are confirmatory 
of what has been said. . 

Dr. Means: You cannot tell me with confidence 
that there is obstruction in the small bowel? 

Dr. Scuutz: There is no obstruction. The barium 
enters the colon without any evidence of dilatation 
of the small bowel. The small bowel pattern itself 
seems to be normal. 

Dr. Means: Can you say that there was stasis 
in the small bowel that was pathologic? 

Dr. Scuutz: Not from these films. That probably 
was the observation of the man who did the fluoros- 
copy and administered the small-bowel enema. 

Dr. Means: I have to go on what evidence I can 
get. Do you think I can assume that the fluoros- 
copist’s opinion that there was delay in the small 
bowel is something to be taken seriously? 

Dr. Scuutz: I do not know what to make of the 
impression of hesitancy in the passage of barium 
in the small bowel. I am willing to grant that it was 
a reliable observation. 

Dr. WittiaM B. Breep: Does not one of these 
pictures show dilatation of the small bowel? 

Dr. Scuutz: Yes; but the film was taken just 
before surgery and shows obstructed small bowel, 
distended with gas. 

Dr. Means: The patient had intestinal obstruc- 
tion by that time. Can you locate it? Was it in 
the small bowel or large bowel? 

Dr. Scuutz: I suspect that it was in the small 
bowel. The loops that you see here are jejunal. 
There may be a small amount of air in the colon, 
but the colon is not correspondingly dilated. 

Dr. Means: It seems to me quite evident that 
the patient had intestinal obstruction at the end. 
Why did she have it? Of course I could go through 
all the causes of acute intestinal obstruction. There 
is no need to do that, however, and I shall consider 
only those things that fit with the rest of the total 
picture. When the surgeons performed the hyster- 
ectomy, they carefully explored the abdomen and 
found nothing pathologic. Furthermore, a gas- 
trointestinal series, special small-bowel films, barium 
enemas, pyelograms and cholecystograms, all were 
negative, except that gallstones were found. 

Regarding differential diagnosis, first of all there 
is this matter of endometriosis. I bring that up 
because it was brought up by the service. I gather 
that the diagnosis was never confirmed. Could it 
be endometriosis? I do not know a great deal about 
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this disease but the textbooks state that it may in- 
yolve the bowel, rarely the small bowel. Indeed it 
occasionally gives rise to bleeding of the small bowel, 
although the lesion generally does not extend 
through to the mucosa. So I think that endome- 
triosis of the small bowel is extremely unlikely. 

I thought of regional ileitis, of course, because it 
is a disease of the small bowel and I had rather sold 
myself the idea that the trouble was in the small 
bowel. Regional ileitis I rule out because the radi- 
ologist found no evidence of characteristic sort, and 
because the patient did not have; according to my 
interpretation, recurring attacks of incomplete ob- 
struction, which are usually found in regional ileitis. 

I thought of tuberculosis of the bowel. It can 
occur in the small bowel, but it usually involves the 
cecum as well, shows on x-ray study, and is usually 
secondary to tuberculosis elsewhere. I shall dis- 
miss it. 

A case of a peptic ulcer in a Meckel’s diverticulum 
was presented here some time ago; that intrigued 
me a little bit. Such lesions do bleed. They are 
peptic ulcerations — apparently a Meckel’s diver- 
ticulum often contains some gastric mucosa, which 
may produce a peptic ulcer. This patient’s pain 
was high, whereas I should expect it to be around 
the umbilicus in a lesion of Meckel’s diverticulum; 
but we cannot have everything just as we want it 
in these conferences. Therefore, I think that a peptic 
ulcer in a Meckel’s diverticulum should be kept 
as a possibility. We have to find some lesion that 
explains the back pain and persistent bleeding. 
Those seem to be the things that are crying more 
for explanation than anything else. These two 
symptoms seem to be the salient features. A lesion 
in the small bowel that was bleeding persistently 
would result in anemia and interference with nu- 
trition, so that the patient developed a progressive 
wasting disease. I suppose peptic ulcer of a Meckel’s 
diverticulum could do these things. It does occur 
in adults but is commoner in children. 

The matter of cirrhosis has to be mentioned. I 
do not know whether or not the jiver was enlarged. 
The abdomen had been looked into, and seemed to 
be perfectly normal. I do not believe that she had 
cirrhosis, but it has to be mentioned in the differen- 
tial diagnosis because it could have given rise to 
gastrointestinal bleeding. But the bleeding was 
different in character than what one gets in cir- 
thosis. It is not apt to be a steady oozing, as it was 
in this case. She had one bout of massive bleeding 


‘in the beginning, to be sure, but generally it was 


steady oozing, which is not characteristic of cir- 
thosis. The positive cephalin flocculation test in- 
dicates that perhaps the liver was “sick.” No 
varices were demonstrated by x-ray, but the radi- 
Ologist does not always disclose varices. Another 
Source of varices is splenic-vein thrombosis, but I 
cannot square this picture with that condition. 
Cirrhosis should be mentioned but is unlikely. 


CASE RECORDS OF THE MASSACHUSETTS GENERAL HOSPITAL 23 





I suppose that the gallstones could have produced 
the pain, although it certainly was far from typical. 
I do not see how gallstones could have produced the 
bleeding, therefore I conclude that they had nothing 
to do with the picture. 

Next, one has to think of all the tumors of the 
small bowel that. might ulcerate within the lumen 
and cause such a picture as this. There are the 
benign ones— fibromas, myomas, angiomas and 
lipomas. Then there is carcinoma, and finally 
lymphoma. At this point I ran out of ideas. I shall 
limit my differential diagnosis to the conditions 
mentioned. Perhaps the joker will be that the 
lesion was not in the small bowel. What was this 
thing in the pelvis? Was it bladder? It was not 
uterus. I do not know what it was. The pelvic 
examination, as I remember it, was negative. 

Of all these various things that I thought of, I 
believe that lymphoma is the most probable. I 
think that it could do everything that is present in 
this case. It even could cause this backache. There 
might be retroperitoneal involvement by a lympho- 
matous process that no one could demonstrate. 
Costovertebral tenderness could have been due to 
involvement of the kidneys. I know that lymphoma 
can involve the small bowel, giving a localized tumor 
that often ulcerates and bleeds. It can also cause 
acute intestinal obstruction. Therefore I shall put 
lymphoma first. I think that the other things that 
I mentioned are possibilities. I should like to ask 
the pathologist whether lymphoma ever involves 
the adrenal glands and produces the picture of 
Addison’s disease. 

Dr. Benyamin CasTLEMAN: It may involve the 
adrenal glands when the lymphoma is generalized. 
I have never seen it limited to the adrenal glands 
or produce the symptoms of Addison’s disease. 

Dr. Means: I was intrigued by the low blood 
pressure, but I do not believe that it is important. 
There is no mention of pigmentation, and the gas- 
trointestinal picture was not that seen in Addison’s 
disease. There was a low blood chloride, but a nor- 
mal blood sodium. I mention it but I do not believe 
that the patient had Addison’s disease. 

Dr. Breep: I recall your discussing the case 
of a patient who had a hole in the diaphragm. 
This picture is certainly characteristic of a dia- 
phragmatic hernia, and with the usual epigastric 
pain and bleeding, I wonder whether the x-ray man 
missed it and whether the exploring surgeon missed 
it. I just toss it in as a thought. 

Dr. Means: It is an interesting suggestion and 
had not occurred to me. I assume that they ruled 
out all these things because they look routinely 
for diaphragmatic hernia, certainly in cases of 
obscure pain. Diaphragmatic hernia certainly gives 
rise to pain and to bleeding. It might be considered. 
The way I interpret this picture, however, is that 
they found nothing at laparotomy, because at that 
time the lesion was within the lumen of the bowel. 
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Dr. CasTLEMAN: Would you not see something 
in the film of the chest if it were a diaphragmatic 
hernia? 

Dr. Means: The case that Dr. Breed refers to 
was interpreted roentgenologically as hydropneumo- 
thorax, which it was not. It was a stomach that 
filled the entire chest and was half filled with fluid. 

A Puysictan: How about partial intussusception 
that released itself and just gave enough symptoms? 

Dr. Means: I thought of intussusception as a 
possibility, but did not go into the actual nature of 
the acute intestinal obstruction just before the last 
operation. Any lesion within the lumen of the small 
bowel may set up intussusception and cause obstruc- 
tion, | suppose. I am sure that the whole story, 
from start to finish, is not that of intussusception. 

Dr. ReEp Harwoop: Did the mass in the pelvis, 
thought to be a full bladder, persist, or did it dis- 
appear? 

Dr. A. G. BRenIzER: The mass was not palpated 
on physical examination until the last entry. It felt 
as if it might be loops of bowel matted together, 
but it was not definite and was not included in the 
record for that reason. 

Dr. FLetcHER H. Coisy: How about mesenteric 
thrombosis? It would account for the last episode. 

Dr. Means: I was working harder on the two- 
year story than on just what happened before 
laparotomy. Mesenteric thrombosis may have oc- 
curred, but I do not see how it would hook up with 
the two-year story. 

Dr. CastiemMaAn: Dr. McKittrick, will you tell 
us about your operative findings? 

Dr. Letanp S. McKittrick: It is too bad we did 
not have Dr. Means on the service. We are not 
very proud of our diagnosis. 

The patient had gallstones, but everybody thought 
that they could not conceivably give the picture 
that she had and we transferred her to the Medical 
Service for complete study. The mass in the lower 
abdomen did not disappear after the bladder was 
catheterized. We were disturbed about the per- 
sistently positive guaiac tests on the stools. We 
thought that the lesion was in the small bowel. We 
did not give quite the careful consideration in dif- 
ferential diagnosis that Dr. Means has, so we did not 
do well. We thought that the diagnosis lay between 
tuberculous peritonitis, with involvement of the 
bowel, and a regional enteritis. An operation was 
performed on that basis, and also with the assump- 
tion that recent perforation had occurred, with 
abscess formation. She had a large perforation and 
a walled-off abscess containing 50 to 60 cc. of small- 
bowel contents. We removed a segment of friable, 
open, small bowel and did an anastomosis, without 
knowing at the time what the lesion was. One of 
the members of the Pathology Department looked at 
the specimen, but even then it was difficult to be 
sure just what the lesion was; that is where we 
left it. 
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CuinicaL Diacnosis 


Tuberculosis of small intestine, with tuberculous 
peritonitis? 
Regional enteritis? 


Dr. MEANs’s DIAGNOSES 


Lymphoma of small intestine. 
Acute intestinal obstruction. 


ANATOMICAL DIAGNOsIS 


Malignant lymphoma, lymphoblastic type, of 
small intestine, with perforation. 


PATHOLOGICAL DiscussION 


Dr. CasTLEMAN: The fresh specimen contained 
many matted loops of hemorrhagic small bowel 
covered with a fibrinous exudate. When these were 
opened we were able to find a stenotic lesion about 
3 cm. long in about the midportion of the specimen. 
The tumor was submucosal. Microscopic examina- 
tion confirmed Dr. Means’s diagnosis of lymphoma 
of the small bowel, which had perforated. We 
classified it as a lymphoblastic type of lymphoma. 
The regional lymph nodes, as is usual in isolated 
lymphoma of the gastrointestinal tract, showed no 
evidence of disease. 

The patient is now convalescing. 
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PRESENTATION OF CASE 


A sixty-year-old man, a schoolteacher, was ad- 
mitted to the hospital because of increasing dyspnea 
and peripheral edema of several weeks’ duration. 

Fourteen years before entry the patient noted 
shortness of breath and rapid heart action. He con- 
sulted a physician and was found to have auricular 
fibrillation. He was given digitalis, which he took 
regularly thereafter. Ten years before entry he 
stopped taking the drug for a brief interval, but re- 
turned to it because of the reappearance of dyspnea. 
Throughout the fourteen years he carefully regu- 
lated his existence. Two years before entry he con- 
sulted a cardiologist because of dyspnea. He was 
given subcutaneous diuretics, and voided 6 to 8 
liters of fluid, with much relief. On two subsequent 
occasions similar diuresis was employed. About a 
year before entry he began to require more pillows 
for sleeping, and shortness of breath troubled him 
in his work. Eight weeks before entry he had an 
attack of grippe characterized by slight fever, 
malaise and a cough which, though slight, produced 
small amounts of sputum tinged with bright-red 
blood. Following this, the legs, scrotum and abdo- 
men became swollen, and shortness of breath in- 
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creased. There was marked oliguria without response 


to diuretics. : , 
The remote history and family history were 


irrelevant. 

Admission examination showed a well-developed 
man sitting up in bed with marked dyspnea. There 
was advanced edema of the legs, sacrum and back. 
The face and extremities showed a deep-purple 
cyanosis. The veins over the neck and extremities 
were distended. There was questionable dullness 
with moist rales over both pulmonary bases. The 
heart was much enlarged, extending 10.5 cm. to the 
left of the midline in the fifth interspace. A loud 
systolic murmur was heard at the apex, with a soft 
blowing diastolic murmur along the left sternal 
border and a questionable diastolic murmur in the 
mitral area. There was auricular fibrillation, with 
an apical rate of 93 and a radial rate of 78. The 
abdomen was edematous, with the liver edge five 
fingerbreadths below the costal margin. The blood 
pressure was 128 systolic, 100 diastolic. 

Examination of the blood showed a red-cell count 
of 5,900,000, with 18.1 gm. hemoglobin, and a white- 
cell count of 12,200, with 83 per cent neutrophils. 
The nonprotein nitrogen was 42 mg. per 100-cc. The 
urine showed a +++ test for albumin and a 
specific gravity of 1.022; there were a few red and 
white cells in the sediment. 

The patient was given diuretics, and Southey 
tubes were inserted. In the course of eleven days 
he lost 37 pounds of fluid. The drainage incision in 
the left foot became infected, and a cellulitis 
developed. 

During the third week in the hospital the patient 
began to lose ground. He developed purpuric areas 
on the left foot and right hand, and became more 
and more cyanotic. The cellulitis of the dorsum of 
the left foot spread widely but did not extend past 
the lower leg. Staphylococcus aureus and a beta- 
hemolytic streptoccocus were twice cultured from 
the foot. A blood culture was negative. Terminally, 
bronchial breathing appeared at the left base and 
the patient became mentally confused. He died on 
the thirty-fifth hospital day. 


DIFFERENTIAL DIAGNosIs 


Dr. Dera Kinsey: Obviously this patient’s im- 
mediate problem’ was marked congestive heart 
failure. From his history we know this congestive 
failure began fourteen years before entry and may 
have been precipitated by the onset of auricular 
fibrillation. The kind of heart disease the patient 
was suffering from is not so obvious because we have 
no record of the physical findings until the terminal 
illness, at which time there was marked cardiac 
enlargement with both right and left ventricular 
failure, as indicated by dyspnea, engorgement of 
the neck veins and liver, and edema of the lower 
extremities, sacrum and back. 

It is impossible definitely to evaluate the murmurs 
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described in this completely failing heart, since all 
of them might have been due to dilated and dis- 
torted valvular rings secondary to dilatation and 
hypertrophy of the heart. If the questionable di- 
astolic murmur was really heard in the mitral area, 
however, we must strongly suspect rheumatic heart 
disease with mitral stenosis. It is interesting to note 
that the admission blood pressure was 128 systolic, 
100 diastolic. This high diastolic pressure suggests 
that the patient previously had had hypertension, 
although there is no past history of it or of angina. 
We should like to have had further studies, such 
as fundi examination, electrocardiograms, x-ray 
films and so forth. Nor was there a previous history 
of rheumatic fever. The patient might well have 
had both rheumatic heart disease, with mitral 
stenosis, and essential hypertension since these two 
conditions are not uncommonly found in the same 
patient. He probably did not have beriberi, thyro- 
toxicosis or congenital heart disease because of the 
long duration and the age and lack of history. The 
orthopnea and dyspnea that the patient experienced 
in the beginning:of his illness might have been due 
to acute ventricular failure as a result of hyper- 
tension or pulmonary edema as the result of mitral 
stenosis and precipitated by the sudden onset of 
auricular fibrillation. 

This patient got along fairly well with his carefully 
planned existence until he developed a complica- 
tion. Most people with congestive heart failure 
die of a complication rather than of the congestive 
failure per se. The commonest complication in con- 
gestive failure is pulmonary infarction, and second, 
pulmonary infection. Often the two appear to- 
gether. The onset of this patient’s terminal illness 
was probably due to pulmonary embolism and in- 
farction. We may suspect this because. of the so- 
called “attack of grippe,” which was characterized 
by fever, malaise and the blood-tinged sputum. We 
know that chest pain is not always present with 
infarction. Further evidence of infarction are the 
mild polycythemia and the elevated hemoglobin 
level, both of which are consistent with cor pul- 
monale, which is associated with pulmonary in- 
farction. It is unusual to note cyanosis to the 
extent this patient had in congestive failure alone. 
Pulmonary infarction in congestive heart failure is 
usually due to an embolus from the leg vein. It may 
also come, however, from the right side of the heart 
in the presence of mitral stenosis. In this patient, 
there is no indication by physical findings to the 
source of the emboli. The infarction might also have 
been due to local pulmonary thrombosis. The 
albumin and increased nonprotein nitrogen might 
have been caused by circulatory failure or, still more 
likely, by vascular nephritis and circulatory failure. 
The patient no doubt had a terminal broncho- 
pneumonia. 

My diagnoses are hypertensive coronary heart 
disease, questionable rheumatic heart disease with 
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mitral stenosis, pulmonary infarction with terminal 
pulmonary infection, cor pulmonale and cellulitis of 
the foot. 


CuinicaL DIAGNOSES 


Rheumatic heart disease with mitral stenosis, 
slight aortic involvement (regurgitation) and 
tricuspid regurgitation (?). 

Local infection and gangrene: left foot. 

Congestive failure. 

Auricular fibrillation. 


Dr. KinsEy’s DIAGNOSES 


Hypertensive coronary heart disease. 

Rheumatic heart disease, with mitral stenosis? 

Pulmonary infarction, with terminal pulmonary 
infection. 

Cor pulmonale. 

Cellulitis of foot. 


ANATOMICAL DIAGNOSES 


Rheumatic heart disease. 

Endocarditis, chronic rheumatic, with aortic and 
mitral stenosis. 

-Mural thrombi: right and left auricles. 

Chronic pulmonary thrombosis (? embolic). 

Pulmonary endarteritis. 

Cor pulmonale. 

Cirrhosis of liver, cardiac. 


Hemorrhagic bronchopneumonia: right lower lobe. 
Hydrothorax, slight, right. 
Sepsis: left foot. 
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PATHOLOGICAL DiscussION 


Dr. BENJAMIN CasTLEMAN: The post-mortem 
examination showed severe chronic rheumatic heart 
disease with mitral and aortic stenosis. The heart 
was markedly hypertrophied, weighing 700 gm. 
With severe mitral disease one expects some degree 
of hypertrophy of the right ventricle, but in this case 
the right wall measured 11 mm. in thickness, or 
almost four times the normal, so that some addi- 
tional factor must have been superimposed on the 
mitral stenosis. The major branches of the right 
and left pulmonary arteries were almost completely 
occluded by adherent organized thrombi. The 
smaller branches showed atherosclerosis but no 
thrombi. Whether these thrombi originated as 
emboli and then increased in size by superimposed 
thrombosis is anyone’s guess. I personally believe 
they began as emboli, which may have arisen from 
the right auricular appendage, which was filled with 
thrombus, or from the deep leg veins. Micro- 
scopically there was marked intimal atherosclerosis 
of the small arteries. There certainly was enough 
cutting down of the pulmonary circulation to pro- 
duce the cor pulmonale. There were no infarcts, 
apparently because these thrombi or emboli were 
in the larger vessels and had developed slowly 
enough to allow for collateral circulation. 

Other findings were hemorrhagic broncho- 
pneumonia in the right lower lobe, cardiac cirrhosis 
of the liver and a mural thrombus in the left av- 
ricular appendage as well as in the right. The 
coronary arteries showed only slight sclerosis. 

















































Vol. 230 No. 1 


The New England 
Journal of Medicine 


Formerly 
The Boston Medical and Surgical Journal 
Established 1828 








———— 
——————— 


OwneD BY THE MASSACHUSETTS MeEpicaL Society AND 
PUBLISHED UNDER THE JURISDICTION OF THE 
CoMMITTEE ON PUBLICATIONS 
Richard M. Smith, M.D., Chairman 


James P. O’Hare, M.D. William B. Breed, M.D. 
Conrad Wesselhoeft, M.D. Oliver Cope, M.D. 


Official Organ of 
Tue Massacunusetts Mepicau Society 
and 
Tue New Hampsuire Menpicau Society 





Eprroriat Boarp 
jonrt Garland, M.D. A. Warren Stearns, M.D. 
hields Warren, M.D. Dwight O’Hara, M.D. 

C. Guy Lane, M.D. Chester S. Keefer, M.D. 
William A. Rogers, M.D. Howard M. Clute, M.D. 
Stephen Rushmore, M.D. Fletcher H. Colby, M.D. 
Henry R. Viets, M.D. Robert L. Goodale, M.D. 
Robert M. Green, M.D. Chester M. Jones, M.D. 
Charles C. Lund, M.D. Harvey R. Morrison, M.D. 


Associate Epitors 


Thomas H. Lanman, M.D. Donald Munro, M.D. 
Henry Jackson, Jr., M.D. 


Walter P. Bowers, M.D., Eprror Emeritus 
Robert N. Nye, M.D., Manacinc Epitror 
Clara D. Davies, Assistant Epitor 





Susscrirtion Terms: $6.00 per year in advance, postage paid, for the 
United States (medical students, $3.50 per year); Canada, $7.04 per year 
ae motes $8.52 per year for all foreign countries belonging to the 

‘ostal Union. 


Neepreas. for early publication should be received not later than noon 
on Friday. 


Tue Journat does not hold itself responsible for statements made by any 
contributor. 


Communications should be addressed to the New England Journal of 
Medicine, 8 Fenway, Boston 15, Massachusetts. 





DYSENTERY 


For many centuries, dysentery has been a serious 
problem in times of stress, such as famine and war.’ 
Epidemics during World War I, particularly that 
during the campaign at Gallipoli, are well docu- 
mented, and accounts of outbreaks during the 
German invasion of Poland in 1939? and in the more 
recent campaign in the Middle East® demonstrate 
that this epidemic disease still stalks armies. More 
important, however, is the fact that troops of the 
United Nations are now fighting or stationed in 
notoriously bad endemic areas — West and North 
Africa, several islands in the South Pacific, India, 
the West Indies, and Central and South America. 


The commonest types of dysentery are caused by 


EDITORIALS 27 


a variety of bacteria and by an ameba, Endamoeba 
histolytica, but bacillary dysentery is by far the 
more important and serious. Other diseases, such 
as schistosomiasis, kala-azar and malaria, can cause 
dysentery, but these types seldom assume epidemic 
proportions. 


In a recent and important review of bacillary 
dysentery, Weil‘ has pointed out the accumulation 
of a considerable amount of new information during 
the last fifteen years, much of which has not found 
its way into textbooks and into practical appli- 
cation in medicine and public health. This fact is 
regrettable because of the continued occurrence and 
relatively high incidence of this disease in many parts 
of the world and in certain areas of this country. 


According to the Public Health Reports, the re- 
ported cases of dysentery in the United States in 
1940 were as follows: amebic dysentery, 2991 cases; 
bacillary dysentery, 19,152 cases; and undetermined, 
1484 cases. Although mortality figures are dis- 
torted because many cases are unreported, the mor- 
tality of 17.8 per cent among 79,042 reported cases 
of bacillary dysentery from 1933 to 1937 gives an 
idea of the importance of the problem in normal 
times in this country.® The situation for Europe and 
Japan is somewhat similar, with comparable mor- 
bidity and mortality figures. Obviously these 
figures cannot be applied to tropical countries, 
where everyone faces the likelihood of infection. 


In both types of dysentery, man is the source of 
organisms for the contamination of food and water. 
Cysts of E. histolytica, the infective stage of amebic 
dysentery, cannot withstand drying but they can 
remain viable in water from several days to approxi- 
mately five or six months, depending on the tem- 
perature, the amount of bacterial growth and the 
concentration of suspended organic material.® 
Dysentery bacilli can withstand drying for twenty 
to twenty-five days’? and can live for variable 
lengths of time in flies, ants, milk and water. Thus, 
healthy carriers of E. histolytica, chronic cases of 
amebic dysentery, and convalescent or contact car- 
riers of dysentery bacilli are of the utmost signifi- 
cance to the public-health official and to the medical 
officer in the armed forces. 


In New York City, studies of 6324 healthy per- 
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‘sons for dysentery bacilli gave an incidence of 2 per 
cent, and the figure rose to 3.2 per cent when 1659 
persons were examined in New Mexico, Georgia and 
Puerto Rico. Hurst and Knott® state that not less 
than 1 per cent of all patients with Flexner infec- 
tions become permanent carriers. The incidence and 
persistence of infections in institutions where the 
disease is endemic can be as high as 80 per cent. In 
troops fighting in endemic areas, the problem is a 
serious one and campaigns can easily be disrupted 
because of the occurrence of an epidemic. 

Among a civilian population, modern methods of 
sanitation effectively control epidemics of bacillary 
dysentery in normal times, but poor housing con- 
ditions, too rapid growth of towns and cities, and 
crowding of defense workers cause the best laid 
systems of sanitation to break down in times of war. 
The present war of rapid movement minimizes the 
dangers in an army to some extent, but the problem 
of supplying food and water in tropical areas is 
potentially a great source of danger. 

A correct laboratory diagnosis is essential for the 
clinician to verify the disease that confronts him. 
Emphasis should be placed on the facts that dysen- 
teric infections can assume a variety of forms and 
that not all dysentery is caused by amebas or 
bacilli. 


for pathogenic bacteria and protozoa, and a blood 


Only after a thorough search of the feces 


examination for malarial parasites if the patient 
comes from an endemic area, is the clinician in posi- 
tion to treat the case properly and to control the 
Under field conditions, this 
procedure is not only impractical but often im- 


spread of infection. 


possible for medical officers, and the only available 


procedure is a therapeutic test — quinine or ata- 
brine for malaria, carbarsone or yatren for amebic 
dysentery and sulfonamides for bacillary dysentery. 
Of the last, sulfathiazole and sulfaguanidine have 
been given the most extensive trials; however, after 
sulfathiazole, fecal samples may become positive 
again for dysentery bacilli, and sulfaguanidine 
appears to be more effective against the Flexner 
bacilli than in Sonne infections. From the many 
and varied recent reports on the treatment of 
bacillary dysentery, it is quite apparent that the 
trials have been too few to properly evaluate sul- 


fonamide drugs. The opportunity provided by 
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the present emergency will at least provide numerous 
occasions to prove or disprove their efficacy. 
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‘CANCER REMEDIES 


Even in the midst of war, purported cancer 
remedies continue to appear. The most recent flurry 
is concerned with an English preparation known as 
“H 11.” This is an extract of urine that is supposed 
As usual, the 


earlier reports appeared promising but the later 


to have tumor-inhibiting properties. 


give little, if any, hope that the substance is of value. 

The material, prepared by Thompson," ? has 
been utilized by several groups for therapy of both 
human cancer and induced as well as spontaneous 
transplantable cancer in animals.** In one series 
of 51 advanced cases of cancer, 37 cases received 
dosages that might be regarded as sufficient for fair 
clinical trial. Among these, 11 died and the results 
were unknown in 5 cases. The longest period of 
All the patients 


surviving, except two (who lacked biopsy proof of 


survival was eighteen months. 


the presence of cancer) had some other form of 


therapy in addition to H11. In none of the cases 


in which H 11 was used did the growth disappear. 
There was a suggestion of slight clinical improve: 
ment in some cases, but this has often proved to be 
misleading in evaluating remedies. 

The evidence seems to indicate that this urinary 
extract is without value as a therapeutic agent in 
cancer. 
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MEDICAL EPONYM 


PaRDEE’s SIGN 


Harold E. B. Pardee (b. 1886) describes “An 
Flectrocardiographic Sign of the Coronary Artery 
Obstruction” in the Archives of Internal Medicine 
(26:244-257, 1920). A portion of the article follows: 


_... It is hoped to show that obstruction of a branch 
of coronary artery is followed by a sign which is characteris- 
tic of this condition and is readily recognizable in the 
human electrocardiogram. 

.,.. The characteristic changes appearing a day or two 
after the obstruction are as follows: The QRS group is 
usually notched in at least two leads, and usually shows 
left ventricular preponderance. The T wave does not start 
from the zero level of the record in either Lead 1 or Lead 3, 
though, perhaps, from a level not far removed from it, and 
in this lead quickly turns away from its starting point in 
a sharp curve, without the short straight stretch which is 
so evident in normal records preceding the peak of the T 
wave. The T wave is usually of larger size than customary 
and accordingly shows a somewhat sharper peak. The 
T wave is usually turned downward in Lead 2 and in one 
other lead. Not all of these changes are to be found in 
every record, but enough of them are present to give it a 
characteristic appearance. 

R. W. B. 





WAR ACTIVITIES 
PROCUREMENT AND ASSIGNMENT 


Funps For RELOCATION OF PHYSICIANS 


The following statement was recently released by the 
Bureau of Legal Medicine and Legislation of the American 
Medical Association. 


* * * 


Under the date of October 1, the President transmitted to 
Congress supplemental estimates for the United States 
Public Health Service amounting to $4,427,550. It was con- 
templated that of this total $1,000,000 would be used to 
supply medical care to civilians in critical areas. Such care, 
It was proposed, would be supplied in one of two ways: by 
the assignment of medical officers of the Public Health Service 
to such areas to treat civilians under a fee schedule agreed 
on by the Public Health Service and the state department 
of health or by inducing civilian physicians to relocate to 
the critical areas by paying them a relocation allowance of 
$250 a month for three months, as well as moving expenses. 

These estimates were referred to the House Committee on 

ppropriations, which refused to include in the First Supple- 
mental National Defense Appropriation Bill for 1944 (H. R. 
3598) the requested funds for supplying medical care to the 
critical areas and justified its action as follows: 


The committee in rejecting the Budget request does not 
minimize the need or the seriousness of the situations 
which exist. It does hesitate to inaugurate a program 
of this character with federal funds to provide direct medical 
attention to the civilian population with physicians paid 
by the federal government. The committee has the opinion 
that out of the .co-operative efforts of the federal govern- 
ment, the medical associations, the state departments of 
health and the communities themselves, there will and 
should come a concerted and spontaneous effort to pro- 
vide this need. Most of it is in war-industry areas, and 
't is inconceivable that such communities working with 
the industries, the affected population, and state and local 
authority, cannot inaugurate and maintain an adequate 
public-spirited program, financially sound, to serve this 
need. If the affected areas cannot and will not solve their 
ocal needs it may be necessary for the federal government 
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in the interest of the general public health to step in, but- 
until then the committee feels that federal funds should 
be withheld under the contemplated procedure. 


In the Senate, H. R. 3598 was amended, at the instance 
of Senator Russell, of Georgia, to authorize an appropriation 
of $345,000 for use by the Public Health Service in providing 
medical care to civilians in critical areas subject to the 
following conditions and restrictions: 


Provided, That the Surgeon General is authorized, on 
application of a municipality, county or other local sub- 
division of government duly approved by the state health 
department having jurisdiction over said municipality, 
county or other local subdivision of government, to enter 
into agreements with private practicing physicians and 
dentists under which, in consideration of the payment 
to them of a relocation allowance not to exceed $250 per 
month for three months and the actual cost of travel and 
transportation of the physician or dentist and his family 
and household effects to the new location, such physician 
or dentist will agree to move to and engage in the practice. 
of his profession in such area for a period of not less than 
one year: Provided, however, That no such contract 
shall be made with any physician or dentist unless such 
physician or dentist shall be admitted to practice by the. 
state authority having jurisdiction of such new location: 
Provided further, That each such applicant subdivision 
shall contribute $100 to the total cost of such relocation 
allowance, travel and transportation costs of each such 
physician or dentist and his family obtained by said 
applicant. 


The bill passed the Senate with this amendment in it. 
It will now be considered by a conference committee com- 
posed of representatives on the part of the House and on the 
part of the Senate, in an effort to adjust the differences in 
the bill as it passed the House and as it passed the Senate. 

Copies of the Congressional Record for December 8, the 
date on which Senate action on the Russell amendment 
occurred, are being sent to each state medical society. This 
procedure is followed because of the extremely important 
discussion that preceded the adoption of the amendment, 
many senators desiring assurance that the amendment in 
no way involved the socialization of the practice of medicine. 





MISCELLANY 


AMERICAN COLLEGE OF SURGEONS 


During 1943, the following physicians in Massachusetts, 
New Hampshire and Vermont were accepted as fellows of 
the American College of Surgeons: 

Massachusetts: Matthew J. Bachulus, Longmeadow; 
Z. William Colson, Lawrence; Gordon Donaldson, Boston; 
Clifford C. Franseen, Newton Centre; Thomas A. Hathcock, 
Jr., Brighton; Paul C. Keleher, Woburn; James A. Lam- 

hier, Brookline; David A. Latham, Chelmsford; Ernest H. 

atham, N. Chelmsford; Timothy F. P. Lyons, Boston; 
George’ L. MacKinnon, Quincy; Jacob Mezer, Brighton; 
Eugene L. Richmond, Worcester; Lamar Soutter, Boston; 
— S. Sprague, Boston; John C. Tate, Longmeadow; and. 

alph Zupanec, Boston. 

New Hampshire: Albert E. Barcomb, Rochester; Kenneth, 
J. Daly, Manchester; and Kenneth L. Roper, Hanover. 

Vermont: Louis W. Esposito, Rutland; and Bruce B, 
Rolf, St. Johnsbury. 





MEDICAL INFORMATION OFFICE 


Major General James C. Magee, retired, former surgeon 
general of the United States Army, has recently assumed his 
duties as executive officer of the information service of the 
Division of Medical Sciences, National Research Council. 
General Magee will devote full time to the organization of 
a central office in the National Research Council that will 
collect reports and records, dealing with military medical 
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practice, civilian practice as affected by the war, medical 
education and research and the distribution of diseases. 
This service has been made possible by a recent grant of 
$75,000 by the Johnson and Johnson Research Foundation, 
of New Brunswick, New Jersey, to enable the National 
Research Council to assemble and disseminate medical in- 
formation pertaining to the war effort. This enterprise is 
expected to fill a long-felt need in providing up-to-date in- 
formation to the medical officers of the armed services, both 
in this country and abroad, and in making the experience 
of war medicine available, so far as possible, to civilian 
physicians. 





NOTE 


On the evening of December 30, ninety-six graduates of 
Tufts College Medical School were awarded their degrees and 
the majority were simultaneously commissioned in the 
Medical Corps of the Army or Navy. The honorary degree of 
Doctor of Science was conferred on two graduates of Tufts 
College Medical School: Brigadier General Raymond W. Bliss, 
of Washington, D. C., and Dr. Sara M. Jordan, of Boston. 





CORRESPONDENCE 


AN OPENING IN MONTAGUE 


To the Editor: The following letter from the Governor’s 
office is self-explanatory. Perhaps some physician may wish 
to take advantage of this offer. 


H. Quimsy Gaur, M.D., Secretary 
Board of Registration in Medicine 


State House 
Boston 


December 22, 1943 
Dear Dr. Gatlupe: 


Mrs. George A, Cooke, of 813 Beacon Street, Boston 
(Kenmore 7956), is the widow of the only physician who 
was located in the town of Montague. She has made the 
offer of the use of the late doctor’s office and equipment to 
any doctor who might be interested in setting up a practice 
in that town. 

I pass this on for your information. 

Sincerely yours, 
[Signed] William A. McGivney 
Wituram A. McGivney 
Assistant Secretary to the Governor 
State House 
Boston 





KUMMELL’S DISEASE 


To the Editor: In the November 18 issue of the Journal, 
appeared a medical eponym, “Kiimmell’s Disease,” that was 
of special interest to me. While practicing in Hungary, I had 
two cases in my surgical ward —one in 1926 and one in 
1928 — both of which had the typical histories, symptoms 
and developments of Kiimmell’s disease, with negative 
tuberculin reactions and so forth. After learning from ex- 
perience with the first case, I had made it a rule to im- 
mediately take x-ray films of all, even seemingly insignificant, 
injuries in the vertebral region. The films of the second 
patient, taken immediately after the accident, were entirely 
negative. The patient, a miner, resumed work about twelve 
days after the injury was incurred, but after an interval of 
many months developed typical gibbus formation with the 
usual x-ray findings. I sent the pictures and case histories to 
Dr. Kiimmell and have on hand his reply, in his own hand- 
writing, dated December 11, 1928. He wrote how happy he 
was to receive my information and that he considered it addi- 
tional proof that Kiimmell’s disease — or as he later called it, 
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‘post-traumatic vertebral disease” — actually existed. He 
also sent me the reports made by the director of the X-ray 
Laboratory of Hamburg University Medical School. The 
report on the pictures taken after the accident but without 
knowledge of the case history was “negative,” and after 
the gibbus formation, “tuberculous spondylitis.” After 
learning the history the diagnosis was changed to “typically 
so-called ‘Kiimmell’s disease’ or post-traumatic vertebral 
disease.” 

On Dr. Kiimmell’s urging, I had a paper published in 1928 
about these two cases, with the x-ray pictures. 


Lours A, Szrvos 
309 Main Street 
Great Barrington, Massachusetts 





NOTICES 


NEW ENGLAND ROENTGEN RAY 
SOCIETY 


The next meeting of the New England Roentgen Ray 
Society will be held at the Harvard Club of Boston on Friday, 
January 21. There will be an x-ray conference from 4:30 to 
6:00 p.m. on the topic “The Paranasal Sinuses.” At 6:00 p.m, 
dinner will be served in Harvard Hall. At 8:00 p.m., the 
following program will be presented: 


Radium in Present-Day Therapeusis. Dr. Douglas Quick, 


Radiologic Problems in the Treatment of Carcinoma of 
the Skin (illustrated by slides). Dr. John T. Murphy. 





AMERICAN BOARD OF OBSTETRICS 
AND GYNECOLOGY 


The next written examination and review of case histories E 
(Part I) for all candidates will be held in various cities of the 
United States and Canada on Saturday, February 12, 1944, 
at 2:00 p.m. 

Arrangements will be made, so far as possible,’ for can- 
didates in military service to take the Part I examination 
(written paper and submission of case records) at their places 
of duty, the written examination to be proctored by the 
commanding officer (medical) or some responsible person 
designated by him. Material for the written examination 
will be sent to the proctor several weeks in advance of the 
examination date. Candidates for the Part I examination 
who are entering military service or who are now in service 
and may be assigned to foreign duty may submit their case 
records in advance of the above date by forwarding them to 
the office of the secretary. All other candidates should 
present their case records to the examiner at the time and 
place of taking the written examination. 

The Office of the Surgeon-General of the United States 
Army has issued instructions that men in service who ate 
eligible for Board examinations be encouraged to apply and 
that they request orders to detached duty for the purpose of 
taking these examinations whenever possible. 

All candidates will be required to take both the Part! 
examination and the Part II examination (oral, clinical and 
pathological examination). Candidates who successfully com- 
plete the Part I examination proceed automatically to the 
Part II examination to be held later in the year. Head- 
quarters for the Part II examination will be the Hotel William 
Penn, Pittsburgh, Pennsylvania, from June 7 to 13, 194. 
Notice of the exact time of the examinations will be sent t0 
all candidates well in advance of the examination datt 
Candidates in service are requested to keep the secretary's 
office informed of any change in address. If a candidate 
service finds it impossible to proceed with the examination 
of the Board, deferment without time penalty will be granted 
under a waiver of the published regulations as they apply © 
civilian candidates. 

Applications for the 1944 examinations are now closed. 

For further information and application blanks, address 
Dr. Paul Titus, Secretary, 1015 Highland Building, Pitt 
burgh 6, Pennsylvania. 

(Continued on page x) 
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ADVERTISING SECTION 





Physicians know 
from clinical experience 


the reliability of 
PIL. DIGITALIS 


(Davies, Rose) ppiiis | 

Digitalis 

(Davies, Rese) 

. mon Gram) 

They conform now. Each equivalent to | 
; SP xu 


as in the past, i ony | 
with U.S. P. requirements 























Each pill is equivalent to 1 U.S.P.XII Digitalis Unit. ‘One United States 
Pharmacopoeial Digitalis Unit represents the potency of 0.1 Gm. of the U.S.P. 
Digitalis Reference Standard.” —U.S.P.XII. 


Made from Powdered Digitalis Leaf, Pil. Digitalis (Davies, Rose) present 
all of the therapeutic principles obtainable from the drug. 


Standardized according to Pharmacopoeial requirements, they permit a 
uniform and accurate dosage. 


These freshly prepared, standardized pills are put up in bottles of 35, form- 
ing a convenient package for the physician’s prescription, obviating the necessity 
of rehandling. 


Sample for clinical trial sent on request 


DAVIES, ROSE & COMPANY, Limited 
BOSTON, MASSACHUSETTS, U. S. A. D19 
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HAVE YOU PATIENTS 


With Any Of These 
Conditions? 


Hernia? 


Enteroptosis 
with 
Symptoms? 


Sacroiliac Sprain 
or other 
Back Injury ? 


Spinal Arthritis 
or Sciatica? 


Postoperative 
Conditions? 


Maternity or 
Postpartum 
Conditions? . 


Spencer Abdominal Supporting 
Corset shown open revealing in- 
mer support. This is a SEPA- 
RATE section, adjustable to the 
corset section and the patient’s 
figure by means of flat tapes that 
emerge on outside of corset. 


Breast 
Problems? 


When you prescribe a Spencer Support you 
are assured it will meet your specific require- 
ments and the patient’s figure needs, because 
it will be individually designed, cut and made 
for the one patient who is to wear it. 

Every Spencer Support is individually designed for the 
patient of non-elastic material. Hence, the support it 
provides is constant, and a Spencer can be—and IS— 
guaranteed NEVER to lose its shape. Spencer Supports 
have never been made to stretch to fit; they have always 
been designed to fit. Why prescribe a support that soon 
loses its shape and becomes useless before worn out? 
Spencers are light, flexible, durable, easily laundered. 


For Service, look in telephone book under “Spencer 
Corsetiere” or write direct to us, 


SPENCER Divinuaty 


DESIGNED 
Abdominal, Back and Breast Supports 


SPENCER INCORPORATED, 

137 Derby Ave., New Haven, Conn, 

In Canada: Rock Island, Quebec. 

In England: Spencer (Banbury) Ltd., Banbury, Oxon. 





Send You 
Booklet? 








Please send booklet, “How S$ $ i 
the Doctor’s Treatment.” ee 
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Address ....... ‘ 
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NATIONAL CONFERENCE ON 
MEDICAL SERVICE 


The eighteenth annual meeting of the National Conference 
on Medical Service will be held on February 13 in the Req 
Lacquer Room of the Palmer House, Chicago. This con. 
“ference is the only discussion meeting of its kind on the social 
and economic relations of medicine, and it provides the one 
opportunity of the year for representatives of organized 
medicine from all parts of the country to get together for 
informal discussion of the grave issues confronting the 
profession today. 

The conference is not in any sense an official body of or. 
ganized medicine. But action initiated in its discussions last 
year was crystallized in the formation of the Council on 
Medical Service and Public Relations by the House of Dele. 
gates of the American Medical Association in June. Its forum 
affords the rank and file of mejicine an important opportunity 
for expression, which may have far-reaching results for the 


future of medicine. 


The program this year is not yet complete but it is under. 
stood that it will stress the postwar problems and respon. 
sibilities of organized medicine, which must not only provide 
for the orderly re-establishment of thousands of medical 
officers returning from military service, but also foster and 
guide a constructive national program for the improvement 
and better distribution of medical services to the American 
people. 

In accordance with an established precedent, the meeting 
is held on the day before the Annual Congress on Medical 
Education and Licensure so that as many as possible can 
arrange to be present at both meetings. Every member of 
organized medicine is cordially invited to attend, and every 
state association is especially urged to see that it is well 
represented. 


SOCIETY MEETINGS AND CONFERENCES 


CaLeNDAR oF Boston District FOR THE WEEK BEGINNING 
Tuurspay, January 13 
Tuurspay, January 13 
*9:00-10:00 a.m. Medical clinic. Dr. S. J. Thannhauser, Joseph H. 
Pratt Diagnostic Hospital. 
5:00 p.m. Mechanisms Concerned in Some Hemolytic Anemias. 
Dr. William B. Castle, Children’s Hospital. 
Fripay, January 14 
*9:00-10:00 a.m. Neurosurgical Problems in Early Life. Dr. Franc 
D. Ingraham. Joseph H. Pratt Diagnostic Hospital. 

5:00 p.m. Influenza. Dr. Frank Macfarlane Burnet. Edward K. 
Dunham Lecture. Harvard Medical School. Amphitheater of 
Building C. 

Saturpay, January 15 
*10:00-11:30 a.m. Medical staff rounds. Peter Bent Brigham 
Hospital. 
Monpay, JANuARY 17 
*12:15-1:15 p.m. Clinicopathological conference. Peter Bent 
Brigham Hospital. 
Tuespay, January 18 
*9:00-10:00 a.m. Medical clinic. Dr. S. J. Thannhauser. Joseph H. 
Pratt Diagnostic Hospital. 
*12:15-1:15 p.m. Clinicoroentgenological conference. Peter Bent 
Brigham Hospital. . 
2:00-4:00 p.m. Myasthenia gravis clinic. Out Patient Depart 
ment, Massachusetts General Hospital. 
WeDNEspDAY, JANUARY 19 
*9:00-10:00 a.m. Atopic Eczema. Dr. Ethan Allan Brown. Joseph 
H. Pratt Diagnostic Hospital. 
*12:00 m. Clinicopathological conference. Children’s Hospital. 





*Open to the medical profession. 
TtOpen to the public. 


January 13. Sudden Death. Dr. Alan R. Moritz. Pentucket Asso 
ciation of Physicians. 8:30 p.m. Haverhill. 


January 21. New England Roentgen Ray Society. Page 30. 
Ferruary 12. American Board of Obstetrics and Gynecology. Page 50. 


Ferrvary 13. National Conference on Medical Service. Notice else 
where on this page. 


May 23 and 24. Massachusetts Medical Society. Annual meeting, 
Hotel Statler, Boston. 


June 12-16. American Medical Association. Annual meeting, Chicago. 
Page 798, issue of November 18. 


Disrratct Mepicat Society 
WORCESTER 
Ferruary 9. Worcester State Hospital, Worcester. 
Marca 8. St. Vincent Hospital, Worcester. 
Aprit 12. Hahnemann Hospital, Worcester. 
May i0. Annual meeting. 
( Books Received on page xiii) 





